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INHIBITORS OF 1 1-BETA-HYDROXY STEROID DEHYDROGENTASE TYPE 1 

5 TECHNICAL FIELD 

The present invention relates to novel compoinulSy to pharmaceutical compositions 
comprising the compounds, to processes for their pr^aration, as well as to the use of 
die compounds in medicine and for the preparation of a medicament which acts on die 
10 human 1 l-p-hydroxysteroid dehydrogenase type 1 enzyme (1 IpHSDl). 

BACKGROUND ART 

1, Glucorticoids, diabetes and hepatic glucose production 

15 

It has been known for more than half a century that glucocorticoids have a central role 
in diabetes, e.g. the removal of the pituitary or the adrenal gland from a diabetic 
animal alleviates the most severe s>rmptoms of diabetes and lowers die concentration 
of glucose in the blood (Long, CD. andF.D.W. Leukins (1936) J. Exp. Med. 63: 465- 
20 490; Houssay, B.A. (1942) Endocrinology 30: 884-892). It is also weU established that 
glucocorticoids enable the effect of glucagon on llie Uver. 

The role of lipHSDl as an important regulator of local glucocorticoid effect and thus 
of hepatic glucose production is well substantiated (see e.g. Jamieson et aL (2000) J. 

25 Endocrinol 165: p, 685-692). The hepatic insulin sensitivity was improved in healthy 
human volunteers treated with the non-specific 1 ipHSDl inhibitor carbenoxolone 
(Walker, B.R. et al. (1995) J. Clin. Endocrinol. Metab. 80: 3155-3159). Furthennore, 
the expected mechanism has been established by different experiments with mice and 
rats. These studies showed that the mRNA levels and activities of two key enzymes in 

30 hepatic glucose production were reduced, namely: the rate-limiting en2yme va 
gluconeogenesis, phosphoenolpyruvate carboxykinase (PEPCK), and glucose-6- 
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phosphatase (G6Pase) catalyzing the last common step of gluconeogenesis and 
glycogenolysis. Finally, the blood glucose level and hepatic glucose production is 
reduced in mice having the 1 l^HSDl gene knocked-out Data from tiiis model also 
confirm that inhibition of 1 ipHSDl will not cause hypoglycemia, as predicted since 
5 tiie basal levels of PEPCK and G6Pase are regulated independently of glucocorticoids. 
(Kotelevtsev, Y. et aL, (1997) Proc. Nafl. Acad, Sci. USA 94: 14924-14929). 

2, Possible reduction of obesity and obesity related cardiovascular risk factors 

10 Obesity is an important factor in syndrome X as well as in the majority Q> 80%) of 
type 2 diabetic, and omental fat appears to be of central importance. Abdominal 
obesity is closely associated with glucose intolerance, hyperinsulinemia, 
hypertciglyceridemia, and other factors of the so-called syndrome X (e.g. raised blood 
pressure, decreased levels of HDL and increased levels of VLDL) (Montague & 

15 CRahilly, Diabetes 49: 883-888, 2000). Inhibition of the enzyme in pre-adipocytes 
(stromal cells) has been shown to decrease the rate of differentiation into adipocytes. 
This is predicted to result in diminished expansion (possibly reduction) of the omental 
fat depot, i.e. reduced central obesity (Bujalska, I.J., S. Kiunar, and P.M. Stewart 
(1997) Lancet 349: 1210-1213). 

20 

Inhibition of lipHSDl in mature adipocytes is expected to attenuate secretion of the 
plasminogen activator inhibitor 1 (PAI-1) - an independent cardiovascular risk factor 
(Halleux, CM. et al. (1999) J. Clin. Endocrinol. Metab. 84: 4097-4105). Furfhennore, 
there is a clear correlation between glucocorticoid ^'activity and cardiovascular risk 
25 factore suggesting that a reduction of the glucocorticoid effects would be beneficial 
(Walker, B.R. et al. (1998) Hypertension 31: 891-895; Fraser, R. et al. (1999) 
Hypertension 33: 1364-1368). 

Adrenalectomy attenuates the effect of fasting to increase both food intake and • 
30 hypothalanuc neuropeptide Y expression. This supports the role of glucocorticoids in 
promoting food intake and suggests that inhibition of 1 1 PHSD 1 in the brain might . 
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increase satiety and therefore reduce food intake (Woods, S.C. et al. (1998) Science, 
280: 1378-1383), 

3. Possible beneficial efiFect on the pancreas 

5 

Inhibition of llpHSDl in isolated murine pancreatic p-cells improves the glucose- 
stimulated insulin secretion (Davani, B. et al. (2000) J. Biol. Chem. 2000 Nov 10; 
275(45): 34841-4)* Glucocorticoids were previously known to reduce pancreatic 
insulin release in vivo (Billaudel, B. and B.C.J. Sutter (1979) Hoim. Metab. Res. 11: 
10 555-560). Thus, inhibition of 1 ipHSDl is predicted to yield other beneficial effects 
for diabetes treatment, besides effects on liver and fat 

4. Possible beneficial effects on c npiiifinti and dementia 

15 Stress and glucocorticoids influence cognitive function (de Quervain, D.J.-F., B. 

Roozendaal, and J.L. McGaugh (1998) Nature 394: 787-790). The enzyme lipHSDl 
controls the level of glucocorticoid action in the brain and thus contributes to 
neurotoxicity (Rajan, V., C.R.W. Edwards, and J.R. Seckl, J. (1996) Neuroscience 16: 
65-70; Seckl, J.R., Front (2000) Neuroendocrinol. 18: 49-99). Unpublished results 

20 indicate significant memory improvement in rats treated with a non-specific 1 ipHSDl 
inhibitor (J. Seckl, personal communication). Based the above and on the known 
effects of jglucocorticoids in the brain, it may also be suggested that inhibiting 
1 ipHSDl in the brain may result in reduced anxiety (Tronche, F. et aL (1999) Nature 
Genetics 23: 99-103). Thus, taken together, the hypothesis is that inhibition of 

25 1 IpHSD 1 in fbe human brain would prevent reactivation of cortisone into Cortisol and 
protect against deleterious glucocorticoid-mediated effects on nemronal survival and 
other aspects of neuronal Amotion, including cognitive impairment, depression, and 
increased appetite (previous section). 

30 5. Possible use of iTn mimo->m ndulation using li pTT5:m inhihitnrg 
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The general perception is that glucocorticoids suppress the immune system. But in fact 
there is a dynamic interaction between the inmiune system and the HP A 
(hypothalamo-pituitary-adrenal) axis (Rook, G.A.W. (1999) Baillier*s Clin. 
Endocrinol. Metab. 13: 576-581). The balance between the ceU-mediated response and 
5 humoral responses is modulated by glucocorticoids. A high glucocorticoid activity, 
such as at a state of stress, is associated with a humoral response. Thus, inhibition of 
die enzyme 1 ipHSDl has been suggested as a means of shifiting the response towards 
a cell-based reaction. 

10 In certain disease states, including tuberculosis, lepra and psoriasis the immune 

reaction is normaly biased towards a humoral response when in &ct the appropriate 
response would be cell based. Temporal inhibition of 1 ipHSDl, local or systemic, 
might be used to push the inraiune system into the appropriate response (Mason; D. 
(1991) Inmiunology Today 12: 57-60; Rook et al., supra). 

'l5 

An analogous use of 1 IpHSD 1 inhibition, in this case temporal, would be to booster 
the immune response in association widi immunization to ensure that a cell based 
response would be obtained, when desired. 

20 6, Reduction of intraocular pressure 

Recent data suggest that the levels of the glucocorticoid target receptors and the 
11|3HSD enzymes determines the susceptibility to glaucoma (Stokes, J. et al. (2000) 
Invest Ophthalmol. 41: 1629-1638). Further, inhibition of lipHSDl was recenfly 

25 presented as a novel approach to lower the intraocular pressure (W alker E. A. et al, 
poster P3-698 at the Endocrine society meeting June 12-15, 1999, San Diego). 
Ingestion of carbenoxolone, a non-specific inhibitor of 1 1 j3HSDl, was shown to 
reduce die intraocular pressure by 20% in normal subjects. In the eye, expression of 
lipHSDl is confined to basal cells of the corneal epithelium and the non-pigmented 

30 epithelialiiun of the cornea (the site of aqueous production), to ciliary muscle and to 
the sphincter and dilator muscles of the iris. In contrast, the distant isoenzyme 
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1 ipHSD2 is highly expressed in the non-pigmented ciliary epitheiiiim and corneal 
endothelium. None of the enzymes is found at the trabecular meshwork, the site of 
dramage. Thus, UpHSDl is suggested to have a role in aqueous production, rather 
than drainage, but it is presently unknown if this is by interfering with activation of the 
5 glucocorticoid or the mineralocorticoid receptor, or both. 

7. Reduced osteoporosis 

Glucocorticoids have an essential role ul skeletal development and function but are 
10 detrimental in excess. Glucocorticoid-mduced bone loss is derived, at least in part, via 
inhibition of bone formation, which includes suppression of osteoblast proliferation 
and collagen synthesis (Kim, C.H., S.L. Cheng, and G.S. Kim (1999) J. Endocrinol. 
162: 371-379). The negative effect on bone nodule fomiation could be blocked by die 
non-specific inhibitor carbenoxolone suggesting an important role of 1 IpHSDl in the 
15 glucocorticoid effect (Bellows, C.G., A. Ciaccia, and J.N.M. Heersche, (1998) Bone 
23 : 1 19- 125). Other data suggest a role of 1 1 pHSD 1 in providing sufficiently high 
levels of active glucocorticoid in osteoclaists, and thus in augmenting bone resorption 
(Cooper, M.S. et al. (2000) Bone 27: 375-381). Taken together, these different data 
suggest that inhibition of 1 ipHSDl may have beneficial effects against osteoporosis 
20 by more than one mechanism working in parallel. 

WO 99/65884 discloses carbon subtituted aminothiazole inhibitors of cyclm dependent 

kinases. These compoimds may e.g. be used against cancer, inflammation and arthritis. 

US 5,856,347 discloses an antibacterial preparation or bactericide comprising 2- 
25 aminothiazole derivative and/or salt thereof Further, US 5,403,857 discloses 

benzenesulfonamide derivatives having 5-lipoxygenase inhibitory activity. 

Additionally, tetrahydrotiiiazolo[5,4-c]pyridines are disclosed in: Analgesic 

tetrahydrotiiiazolo[5,4-c]pyridines. Fr. Addn. (1969), 18 pp, Addn. to Fr. 1498465. 

CODEN: FAXXA3; FR 94123 19690704 CAN 72:100685 AN 1970:100685 CAPLUS 
30 and 4,5,6,7-Tetrahydrotiuazolo[5,4-c]pyridines. Neth. Appl. (1967), 39 pp. CODEN: 

NAXXAN NL 6610324 19670124 CAN 68:49593, AN 1968: 49593 CAPLUS. 
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However, none of the above disclosures discloses the compounds according to the 
present invention, or their use for tiie treatment of diabetes, obesity, glaucoma, 
osteoporosis, cognitive disorders, immune disorders, and depression. 

5 Consequently, there is a need of new compounds that are useful in the treatment of 
diabetes, obesity, glaucoma, osteoporosis, cognitive disorders, immune disorders, and 
depression. 

DISCLOSURE OF THE INVENTION 

10 

The compounds according to the present invention solves the above problems and 
embraces a novel class of compounds which has been developed and which inhibit the 
human 1 1-p-hydroxysteroid dehydrogenase type 1 enzyme (1 1-P-HSDi), and may 
therefore be of use in the treating disorders such as diabetes, obesity, glaucoma, 
15 osteoporosis, cognitive disorders and immune disorders. 

One object of the present invention is a compound of tiie formula (II) 



20 




B 

wherein 



T is an aryl ring or heteroaryl ring or aryl-Ca-alkenyl ring, optionally independentiy 
substituted by [R]n, wherein n is an integer 0-5, and R is hydrogen, aryl, heteroaryl, a 
heterocyclic ring, optionally halogenated Ci-e-alkyl, optionally halogenated Ci-6- 
alkoxy, Ci-6-alkylsidfonyl, carboxy, cyano, nitro, halogen, amine which is optionally 
25 mono- or di-substituted, amide which is optionally mono- or di-substituted, aryloxy, 
arylsulfonyl, arylaminq, wherein aryl, heteroaryl and aryloxy residues and heterocyclic 
rings can further be optionally substituted in one or more positions independentiy of 



wo 01/90090 



PCT/SEOl/01155 



each other by Ci-^-acyl, Ci^-alkylthio, cyano, nitro, hydrogen, halogen, optionally 
halogenated Ci-6-alkyl, optionally halogenated Ci^-alkoxy, amide which is optionally 
mono- or di-substituted, (benzoylamino)methyl, carboxy, 2-thienyknetiiylaniino or 
({ [4-(2-etho3Qr-2-oxoethyl>- l,3-thiazol-2-yl]amino }carbonyl); 

5 

with the proviso that when is H, X is CH2, Y is CO, is EtO and B is H, then T is 
not 2,4-dichloro-5-methylphenyl, 4-chlorophenyl, 4-chloro-2,5-dimethylphenyl. 2,4- 
difluorophenyl, 3-nitrophenyl and phenyl; 

optionally also when r4s H, X is CH2, Y is CO, R^ is OH and B is H, then T is not 4- 
10 aminophenyl; and optionally also 

when R^ is H, X is CH2, Y is CO, R^ is MeO and B is H, then T is not 4. 

acetylaminophenyl; 

R^ is hydrogen or Ci^-alkyl; 

15 

XisCHiorCO; 

Y is CH2, CO or a single bond; 

20 B is hydrogen, Ci-6-alkyl or dimethylanunomethyl; 

R^ is selected from Ci-^-alkyl, azido, arylthio, heteroaiylthio, halogen, hydroxymethyl, 
2-hydroxyethylanunomethyl, methylsulfonyloxymethyl, 3-oxo-4- 
morpholinolinylmethylene, Ci-6-alkoxycarbonyl, 5-methyl-l,3,4-oxadiazol-2-yl; 

25 NR^R"*, wherein R"^ and R"* are each independentiy selected from hydrogen, Ci^-alkyl, 
optionally halogenated Ci-^-alkylsulfonyl, Ci^-alkoxy, 2-methoxyethyl, 2- 
hydroxyethyU 1-methylimidazolylsulfonyl, Ci.6-acyl, cyclohexyhnethyl, 
cyclopropanecarbonyl, aryl, optionally halogenated arylsulfonyl, fiuylcarbonyl, 
tetrahydro-2-fiiranylmethyl, N-carbeflioxypiperidyl, or Ci^-alkyl substituted with one 

30 or more aryl or heteroaryl, or 
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NR^R"^ represent together heterocyclic systems which can be imidazole, piperidine, 
pyrrolidine, pipera2ine, morpholine, oxazepine, oxazole,. thiomorpholine, 1,1- 
dioxidothiomorpholine, 2-(3,4-dihydro-2(lH)isoqiiinolinyl), (lS,4S)-2-oxa-5- 
azabicyclo[2.2.1]hept-5-yl, which heterocyclic systems can be optionally substituted 
5 by Ci^-alkyl, d^-acyl, hydroxy, oxo, t-butoxycarbonyl; 

OCO>n??R*, wherein and R"* are each independently selected from hydrogen, Ci-6- 
alkyl or form together morpholinyl; 

R^O, wherein R^ is hydrogen, optionally halogenated Ci-e-alkyi, aryl, heteroaryl, Ci^- 
acyl, Ci^-alkylsulfonyl, arylcarbonyl, heteroarylcarbonyl, 2-carb6metho>QTplieJiyl; 

10 

or a salt, hydrate or solvate thereof. 
It is preferred that 

15 T is selected from 5-chloro-l,3-dimethyHH-pyrazol-4-yl; 4-chloro-2,3, 1- 

benzoxadiazolyl; 5-(dimethylamino)-l-naphthyl; l-methylmudazol-4-yl; 1-naphthyl; 
2-naphthyl; (E)-2-phenylethenyl; 8-quinolinyl; 

thienyl substituted with one or more of (benzoylamino)methyl, bromo, chloro, 3- 
isoxazolyl, 2-(methylsulfanyl)-4-pyrucnidinyl, l-metiiyl-5-(trifluoromethyl)pyrazol-3- 

20 yl, phenylsulfonyl, pyridyl; 

phenyl substituted with one or more of acetylamino, 3-acetylaminophenyl, 3- 
acetylphenyl, benzeneamino, l,3-benzodioxol-5-yl, 2-benzofuiyl, benzylamino, 3,5- 
bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, chloro, 4-carboxyphenyl, 3- 
chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, cyano, 3,4- 

25 dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-l,3-tMazol-2-yl]amino}carbonyl), fluoro, 
5-fluoro-2-methoxyphenyl, 2-fuiyl, hydrogen, iodo, isopropyl, metfaanesulfonyl, . 
methoxy, methyl, 4-methyl-l-piperazinyl, 4-methyl-l-piperidinyl, 4- 
mefliylsulfanylphenyl, 5-methyl-2-thienyl, 4-morpholrayl, nitro, 3-nitrophenyl, 
phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridylmethylamino, l-pyrrolidinyl, 2-thienyl, 

30 -3 -thienyl, 2-thienylmethylamino, trifluoromethoxy, 4-trifluoromethoxyphenyl, 
trifluoromethyl; or 



wo 01/90090 



PCT/SEOl/01155 



with tbe proviso that when is H, X is CH2, Y is CO, is EtO and B is H, then T is 
not 2,4-dichloro-5-methylphenyl, 4-chlorophenyl, 4-chloro-2,5-dimethylphenyl, 2,4- 
difluorcphenyl, 3-nitrophenyl and phenyl; 
5 optionally also when R^s H, X is CH2, Y is CO, R^ is OH and B is H, then T is not 4- 
aminophenyl; and optionally also 

when r4s H, X is CHj, Y is CO, R^ is MeO and B is H. then T is not 4- 
acetylaminophenyl; 

10 R^ is hydrogen or methyl; 

XisCHaorCO; 

Y is CH2, CO or a single bond; 

15 

B is hydrogen, methyl or dimethylaminomethyl; 
R^ is selected from 

n-propyl, azido, bromo, chloro, 2-pyridinylsulfanyl, 3-oxo-4-morpholinolinyl- 
20 methylene, ethoxycarbonyl, 5-methyH,3,4-oxadiazol-2-yl, hydroxymethyl, 2- 
hydroxyethylaminomethyl, methylsulfonyloxymethyl; 

NR^R*, wherein R*^ and R'* are each independently selected from acetyl, benzhydiyl, 
l,3-benzodioxol-5-ylmethyl, benzyl, 3-chloro-2-methylphenylsulfonyl, cyclohexyl, 
cyclohexylmethyl, cyclopropanecarbonyl, ethyl, 2-fiirylcarbonyl, 2-furyhnediyl, 
25 hydrogen, 2-hydroxyethyl, 2-(lH-indol-3-yl)ethyl, isopropyl, methoxy, 2- 

methoxyethyl, methyl, 4-(l-methylimidazolyl)sulfonyl, methylsnlfonyl, phenyl, (IS)- 
phenylethyl, propyl, tetrahydro-2-£uranylmethyl, trifluoromefhylsulfonyl, N- 
carbethoxypiperidyl; or 

NR^R"* represent together 4-acetylpiperazinyl, 4-t-butoxycarbonylpiperazinyl, 2-(3,4- 
30 dihydro-2(lH)isoquinolinyl)i <2R;6S>2,6-dunethylmorpholinyl, (2R)-2,4-dimethyl-l- 
piperazinyl, 2-hydroxy-3-oxomorpholinyl, imidazolyl, 2-methyl-3-oxomorpholinyl, 4- 
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methyl-2-oxopiperazinyl, 4-methylpiperazinyl, morpholinyl, (lS,4S)-2-oxa-5-aza- 
bicyclo[2.2.1]hept-5-yl, 2-oxoiinidazolinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxazepinyl, 
2-oxooxazolinyl, piperazinyl; piperidinyl; pyrrolidinyl; pyrrolidonyl, thiomoipholinyl; 
1, 1-dioxido-thiomorpholinyl; 
5 OCONR^R"*, wherein R' and R"* are each independently selected from ethyl, hydrogen 
or form together morpholinyl; 

R^O, wherein R^ is acetyl, benzoyl, benzyl, ethyl, 2-fluoroethyl, 2-fiirylcarbonyi, 
hydrogen, isobutyryl, isopropyl, methyl, 2-carbomethoxyphenyl, methylsulfonyl, 
phenyl, propionyl, 3-pyridinyl, 2,2,2-trifluoroethyL 

10 

When T is a substituted phenyl group, it is preferred that the phenyl ring is substituted 
' as follows: 

a) either T is phenyl, wherein the phenyl is substituted with one or more of 

15 acetylamino, 3-acetylaminophenyl, 3-acetylphenyl, benzeneamino, 2-benzoftiryl, 
benzylamino, 3,5-bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, 4- 
carboxyphenyl, 3-chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, 
cyano, 3,4-dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-l,3-tiiiazol-2- 
yl]amino}carbonyl), 5-fluoro-2-methoxyphenyl, 2-furyl, iodo, isopropyl, 

20 methanesulfonyl, methoxy, methyl, 3,4-methylenedioxyphenyI, 4-mefhyl-l- 

piperazinyl, 4-methyl-l-piperidinyl, 4-methylsulfanylphenyl, 5-methyl-2-thienyl, 
4-morpholinyl, 3-nitr6phenyl, phenoxy, phenyl, n-propyl, 4-pyridyl, 3- 
pyridylmethylamino, 1 -pyrrolidinyl, 2-thienyl, 3-ttiienyl, 2-thienylmethylamino, 
trifluoromethoxy, 4-trifluoromethoxyphenyl, trifluoromethyl; or 

25 

b) T is phenyl substituted with chloro in at least one of the positions 3, 5 or 6 and with 
one or more of acetylamino, 3-acetylaminophenyl, 3-acetylphenyl, benzeneamino, 
2-benzo£iiryl, benzylamino, 3,5-bis(trifluoromethyl)phenyl, bromo, butoxy, 
carboxy, 4-carboxyphenyl, 3-chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2- 

30 " threnyl, cyano, 3,4-dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 
yl]amino}carbonyl), 5-fluoro-2-methoxyphenyl, 2-furyl, iodo, isopropyl. 
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methanesulfonyU mefhoxy, metihiyl, 3,4-methylenedioxyphenyl, 4-methyl-l- 
piperazinyl, 4-mediyl-l-piperidiiiyl, 4-inethyIsulfanylphenyl, 5-iaethyl-2-thienyl, 
4-morpholinyl, S-nitrophenyl, phenoxy, phenyl, n-propyl, 4-pyridyl, 3- 
pyridylmethylainiiio, 1-pyrrolidinyl, 2-thienyl, 3-thienyl, 2-thienylmefhylainino, 
5 trifluoromethoxy, 4-trifluoromethoxyphenyl, trijQuoromethyl; or 

c) T is phenyl substituted with chloro in position 2 and with one or more of 
acetylamiiio, 3-acetylaminophenyl, 3-acetylphenyl, benzeneamino, 2-benzofuryl, 
ben^lamino, 3,5-bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, 4- 

10 carboxyphenyl, 3-chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, 
cyano, 3,4-dichloTophenyl, ({[4-(2-e1hoxy-2-oxoetiiyl)-l,3-thiazol-2- 
yl]amino}ca]t>onyl), 5-fluoro-2-methoxyphenyl, 2-fuiyl, iodo, isopropyl, 
methanesulfonyl, methoxy, methyl, 3,4-methylenedioxyphenyl, 4-me1hyl-l- 
piperazinyl, 4-methyl-l-piperidinyl, 4-methylsulfanylphenyl, 5-methyl-2-thienyl, 

15 4-moq)holinyl, 3-mtrophenyl, phenoxy, phenyl, n-propyl, 4-pyridyl, 3- 

pyridyhnethylamino, 1-pyirolidinyl, 2-thienyl, 3-thienyl, 2-thienylmethylaniino, 
trifluoromethoxy, 4-trifluoromethoxyphenyl, trifluoromethyl; or 

d) T is phenyl substituted with one or three fluorine and optionally one or more bromo 
20 . and methyl. 

The following compounds are especially preferred: 

Ethyl 2-(2-(((4-methylphenyl)svilfonyl)amino)-l,3-thiazol-4-yl)acetate, 

Ethyl 2-(2-{[(2,5-dicMoro-3-thienyl)sidfonyl]amino}-l,3-thiazol-4-yl)acetat 

25 Ethyl (2-{[(2-cmorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 

Ethyl 2-(2- { [(3 -chloro-2-methylphenyl)sulf onyl]amino } - 1 , 3 -thiazol-4-yl)acetate,. 
Ethyl 2-{2-[([l,l'-biphenyl]-4-ykulfonyl)ainino]-l,3-thiazol-4-yl}acetate, 
Ethyl 2^2-{ [(3-bromophenyl)svilfonyl]amino}- 1 ,3-thiazol-4-yl)acetate, 
. Ethyl (2-{[(4-nitrophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 

30 Ethyl (2-{[(4-methoxyphenyl)sidfonyl]ainino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(3-methylphenyl)sulfonyl]aniino}-l,3-thiazol-4-yl)acetate, 
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Ethyl (2-{[(3-cMorophenyl)siilfonyl]ammo}-l,3-Mazol-4 
Ethyl (2-{[(4-fluorophenyl)sulfonyl]ainino}-l,3-tMazol-4-^^^ 
Ethyl (2-{[(3-fluorophenyl)sulfonyl]ammo}-l,3-thiazoM^^ 
Ethyl (2-{[(4-isopropylphenyl)sulfonyl]amino}-l,3-tMazol-4-y^^ 
Ethyl [2-({[3-({[4'(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 
yl]ainmo }carbonyl)phenyl] sijdfonyl} amm 
Ethyl [2-({[4-({[4-(2-ethoxy-2.oxoefhyl)-l,3-tiuazol.2- 
yl]ainino}carbonyl)phenyl]suIfonyl}ainino)- l,3-thiazoI-4-yl]acetate, 
Ethyl (2-{[(2-methylphenyl)sulfonyl]amino}-l,3-thLazol-4-yl)ac^^ 
Ethyl [2-({[2-(tiiauoromethyl)phenyl]sulfonyl}amino>l,3-tW 

EAyl[2-({[3-(trifluoromethyl)phenyl]sulfonyl}ain^ 

Ethyl [2-({[4-(ti±fluoromethyl)phmyl]sTilfonyl}aii^ 

Ethyl 2-(2-{[(4-bromophenyl)sulfonyl]ainino}-l,3-th^ 

Ethyl (2-{[(2-nitrophenyl)sulfonyl]an^ 

Ethyl (2-{[(2,4-dicWoro-6-methylphenyl)sulfonyl]amm 

Ethyl (2-{[(2,4,6-tricWorophenyl)svilfonyl]ainmo}-l,3-^ 

Ethyl (2-{[(2,4-dicMorophenyl)sulfonyl]amino}-13-thi^^ 

Ethyl (2-{[(5-fluoro-2-methylpheayl)sulfohyl]amino}-l,3-thia^ 

Ethyl (2-{[(4-propylphenyl)sulfonyl]amino}-l,3-thiazoM-^^^ 

Ethyl (2-{[(2-methoxy-4-methylphenyl)sulfonyl]amino}-l,3-^ 

Ethyl (2-([(3,5-(hcMorophenyl)sulfonyl]ainmo}-l,3-tW^^ 

Ethyl [2-({ [4-(3 -chloro-2-cyanophenoxy)pheayl]sulfonyl} amino)- 1,3 -thiazoM- 

yl]acetate. 

Ethyl (2-{[(3,4-dicUorophenyl)s\ilfonyl]ammo}-l,3-tMazol-4-yl)a^ 

Ethyl (2-{ [(4-butoxyphenyl)sulfonyl]amiBO }- l,3-thiazoM-yl)acetate, 

Ethyl (2- {[(4-cWoro-2--methylphenyl)sulfonyl]ainiiio } - 1 ,3-thiazol-4-yl)acetate. 

Ethyl [2-({[4-(acetylamino)phenyl]sulfonyl}ainino)-l,3-thiazoM 

Ethyl {2-[(8-quinolmylsulfonyl)amino]- l,3-thiazoM-yl}acetate, 

Ethyl (2r{[(3,4-dimethoxyphenyl)sidfonyl]ainmo}-l,3-thiazoM^ 

Ethyl (2-{[(4-iodophenyl)sulfonyl]ainmo}-l,3-thiazol-4-yl)aceto^^ 

Ethyl (2-{ [(3-cUoro-4-methylpheny I)siiIfonyl]ainino } - 1 ,3 -thiazol-4-yl)acetate. 
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E%l[2-({[5-(dimethylainino)-i-naphthyl]sulfonyl}a 
Ethyl (2-{[(l-met]iyl-lH-iitudazol-4-yl)siilfon^ 
Ethyl (2-{ [(5-bromo-2'me&oxyphenyl)sulfonyl]amm 
Ethyl (2-{[(2,5-dimethoxyphenyl)siilfonyl]ainmo}-l,3-tMazo 
5 Ethyl {2-[(2-naphthylsulfohyl)ainino]-l,3-thiazoM^ 
Ethyl {2-[(mesitylsiilfonyl)ainino]-l,3-tihiazol-4-y 
Ethyl (2-{ [(3-bromo-5-<Moro-2-tMenyl)sulfonyl]aji^ 
Ethyl {2-[({5-[(benzoylainmo)methyl]-2-thieiiyl}sulfo 
yl}acetate, 

10 Ethyl {2-[({5-[l-methyl-5-(trmuoromethyl>lH-pyrazol-3-yl]-2- 
tMenyl}sulfoayl)amiao]-l,3-tMa2»l-4-yl}ac^^ 
Ethyl (2-{[(4-cyanophenyl)sulfonyl]animo}-l,3-tMazo 
Ethyl {2-[({5-[2-<methylsiilfanyI)-4-pyriini^ 
thiazol-4-yl}acetate, 

15 Ethyl (2-{[(3-cyanophenyl)sulfonyl]airiino}-l,3-thiazol-4-yl^^^ 

Ethyl (2-{ [(2,4,5-trichlorophenyl)sulfonyl]ainino}-l ,3-thiazol-4-^^^ 

Ethyl [2-({ [(E)-2-phenylethenyl]sulfonyl}amiBo)-l,3-thi^^ 

Ethyl (2-{[(2,3,4-tricUorophenyl)sulfonyl]ammo}-l,3-^ 

Ethyl (2-{[(4-bromo-2,5-difluorophenyl)sulfonyl]amino}-l,3-thiazol-^ 

20 Ethyl [2<{[4-(trifluoromethoxy)phenyl]sulfonyl}ammo)-i,3-tW 
. Ethyl (2-([(2,3-dicUorophenyl)sulfonyl]ainiiio}-l,3-tMazol-4-^^^ 
Ethyl (2-{[(2-bromophenyl)siilfonyl]aiiiino}-l,3-thiazoM-yl)acete^^ 
Ethyl (2-{[(4,5-dLcUoro-2-Menyl)sulfonyl]ainino}- l,3-thiazol-4-yl)acetate. 
Ethyl [2<{[4-<phenylsiilfonyl)-2-tMenyl]sulfonyl}ai^ 
. 25 Ethyl [2K{[5-(phenylsulfonyl>2-tMenyl]sulfonyl}ainm 

' Ethyl (2-{[(2,6-dicWorophenyl)sulfonyl]amino}-l,3-thiazol-4-^^^ 
Ethyl (2-{[(2-cyan6phenyl)siilfonyl]ammo}-l,3-tMaz»l-4-y^^^ 
Efliyl[2-({[4-(acetylainino)-3-cUorophenyl]sulfonyl}amm 
Ethyl (2-{[(5-chloro- 13-dimethyl-lH-pyrazol-4-yl)siilf^ 

30 yl)acetate. 

Ethyl (2-{[(3-methoxyphenyl)sidfonyl]ainino}-l,3-thia2ol-4-y^^ 
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Ethyl (2-{[(4-bromo-5H:hloro-2-tiuenyl)sulfonyl]amino}-l,3-tM 
Ethyl 2-{2-[(l -naphthylsulfonyl)ainiiio]- 1 ,3 -tihiazol-4-yl}acetate. 
Ethyl (2- { [(2,5-dicMorophenyl)sulfonyl]ainino }- 1 ,3 -thiazol-4-yl)acetate. 
Ethyl [2-({ [4-(methylsiilfonyl)pheayl]suIfonyl}aimno 1 ,3-thiazol-4-yl]acetate, 
5 Ethyl [2-({[2<methylsxilfonyl)pheayl]sulfonyl}amino)-l,3-tU 

Ethyl (2- { [(4-bromo-2-fluoropheny l)sulfonyl]ainino } - 1 ,3 -thiazol-4-yl)acetate. 
Ethyl (2-{[(2,3,4-trifluorophenyl)sulfonyl]aimno}-l,3-thiazoM 
Ethyl (2-{[(7-cUoro-2, 13-ben20xadiazol-4-yl)sulfonyl]aiim 
yl)acetate, 

10 EAyl (2-{[(2,4,6-trifluorophenyl)sulfonyl]amino}-l,3-t^ 

2<Horo-5-<{[4-(2-ethoxy-2K)xoethyl)-l,3-thiazol-2-yl]ai^ 
fluorobenzoic acid. 

Ethyl (2-{ [(5-chloro-2-tMenyl)sulfonyl]aiiiuio}-l,3-fhiazol-^^ 
Ethyl (2-{[(2-cMoro-4-fluorophenyl)sulfonyl]ammo}-l,3-tM^^ 

15 Ethyl [2-({[5-(3-isoxazolyl)-2-Menyl]sulfpnyl}ammo>l,3-thi 
E&yl(2-{[(4-bromo-2-methylphenyl)suIfonyl]amiao}-l,3-thi^^ 
Ethyl (2-{[(4-phenoxyphenyl)sulfonyl]ainino}-l,3-1hiazol-4-^^ 
Ethyl (2-{[(4-cUoro-2,6-dimethylphenyl)sulfonyl]aiiimo}-l,^ 
Ethyl [2-({ [2-me1hyl-4-(trifluoromefhoxy)phenyl]sulfonyl} ammo)* l,3-thiazol-4- 

20 * yl]acetate, 

Ethyl [2-({[2,4-bis(tri£luoromethyl)phenyl]siilfonyl}amino)-l,3-tW 
Ethyl 2-{2-[[(3-chloro-2-me1faylphcnyl)siilfonyl](methyl)ammo]-13 
yl} acetate. 

Ethyl oxo(2-{[(4-propylphenyl)siilfonyl]amino}-l,3-thiazol-4-yl)acetate, 
25 Ethyl (2- { [(3-chloro-2-methylphenyl)siilfonyl] amino } - 1 ,3 -thiazol-4-yl)(oxo)acetate. 
Ethyl oxo(2-{ [(2,4,6-tricMoropheayl)sulfonyl]amino}-l,3-thiazol-4-yl)ace^^ 
Ethyl { 2-[([ 1 , 1 -biphenyl]-4-ylsulfonyl)amiiio]- 1 ,3 -thiazol-4-yl } (oxo)acetate. 
Ethyl (2-{[(2,4-dicUoro-6-methylphenyl)sulfonyl]ammo}-l,3-tl3i 
yl)(oxo)acetate, 

30 2-(2-{[(4-Methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetic acid, 
2<2-{[(2,5-DicWoro-3-thienyl)sulfonyl]2maino}-l,3-^ 
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(2-{[(2-Chlorophenyl)sulfonyl]aiiiiiio}-l,3-tiuazol-4-yl)ac^ acid, 

2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]ammo}-l,3-tiuazol^ acid, 

Isopropyl 2-(2- { [(3 -chloro-2-methylphenyl)sulfonyl] amiao } - 1 , 3 -thiazoM-yl) acetate, 

Phenyl 2-(2-{[(3-cliloro-2-methylphenyl)sijlfonyl]amino}-l^ 

Methyl (2- ( [(3 -cMoro-2-methylphenyl)siilfoiiyl]amino } - 1 ,3 -thiazol-4-yl)acetate, 

Me&yl {2-[([l, r-biphenyl]-4-ylsulfonyl)amino]-5-methyl-l,3-thiazol-4-yl} 

Mefliyl (2-{[(4-cWorophenyl)sulfonyl]ainino}-5-methyl-l,3-thia2 

Methyl (2-{ [(3-cUoro^2-methylphenyl)sulfonyl]amino}-5-methyl-l,^ 

yl)acetate. 

Methyl [2-({[4-(3-cUoro-2-cyanophenoxy)phenyl]sulfonyl}ainino)-5-me&^ 
tfaiazol-4-yl]acetate, 

Mefliyl (5-methyl-2-{[(4-propylphenyl)sulfonyl]amin 

Methyl (5-methyl-2-{[(2,4,6-tricUorophenyl)sulfonyl]aiiiino}- 1,3-^ 

Methyl (2-{ [(2,4-dicUoro-6-methylphenyl)sulfonyl]aiQino}-5 l,3-thia2ol-4- 

yl)acetate, 

N<2-Metiioxyethyl)-2-<2-{[(4-methylphenyl)sulfonyllamm 
yl)acetamide, 

2-(2- { [(2,5-DicWoro-3-tihienyl)siilfoiiyl]ainino } - 1 ,3 -thiazol-4-yl)-N-methylacetairiide, 
N-( 1 ,3-Benzodioxol-5-ylmethyl)-2- {2-[( l-naphfliylsiilfoayl)aniino]- 1 ,3-1hia2ol-4- 
yl}acetainide, . 

N-(2-FuryImethyl)-2-{2-[( 1 -naphthylsulfonyl)amino]- 1,3 -thiazol-4-yl} acetamide, 

2-(2- { t(2,4-Difluorophenyl)sulfonyl]amiiio }- 1 ,3 -thiazol-4-yl)-N-ethylacetamide, 

N4sopropyl-2-{2-[(l-naphthylsulfonyl)ainino]-l,3-thiazoI-4-yl}aceta^ 

N-[2-(IH-IndoI«3-yI)ethyl]-2-{24(l.naphthylsulfonyl)anm 

yl}acetamide, 

N-(Cyclohexylmethyl)-2-{2-[(phenylsiilfonyl)amino]-l,^ 

2-(2-{[(3-CWoro-2-methylphenyl)sulfonyl]amino}-l,3-flii^^ 

methylacetamide, 

2-(2-{[(3-CMoro-2-methylphenyl)sulfonyl]amino}-l,3-fl^ 
ethylacetamide. 
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2-(2-{[(3-CUoro-2-methylphenyl)siilfoayl]amino}-l,3-thia^^ 
phenylacetamide, 

2-(2-{[(4-ailorophenyl)sulfonyl]ainmo}-l,3-thiazoM 

fi]iylmethyl)acetainide, 
5 N-Benzhydiyl-2-(2-{[(4-cUorophenyl)siilfonyl]anm 

2-(2-{[(4-CMorophenyl)sutfonyl]ainmo}-l,3-tMaM 

furaaylmethyl)acetamide, 

Ediyl 4-{[2<2-{[(4H:Morophenyl)siilfonyl]aim^ 

piperidinecarboxylate, 
10 N-Benz3iydryl-2-(2-{[(3K:Moro-2-me1hylpheayl)sutf^ 

yl)acetaxnide, 

2-(2-{[(4-CMorophenyl)sulfonyl]aiiuno}-l,3-tliiazoM^ 
2-<2-{ [(3-CUoro-2-metbylphenyl)sidfonyl]an^ 
2-(2-{ [(3-CUoro-2-methylphenyl)siilfonyl]amino}- 1,3 
IS diethylacetamide, 

2-{2-[([l, l'-Biphenyl]-4-ylsiilfoayl)aimno]- 1,3-thiM^ 

N,N-diethyl-2-(2-{ [(4-propylphenyl)sulfonyliaDimo}- 1,3-lMazo l-4-yl)acetami 
2-(2-{[(2,4-DicMoro-6-me&ylphenyl)siilfonyl]ainino}-l,3-tW 
diethylacetamide, 
20 N,N-dietiiyl-2-(2-{[(2A6-tricMoropheayl)sulfonyl]ainina^ 
yl)acetaniide, 

2-{2-[([lJ*-Biphenyl]-4-ylsulfonyl)ainiQo]-l,3-lMa2oM^^ 
diisopropylacetamide, 

N,N-diisopropyl-2-(2-{ [(4-propylpheuyl)siilfonyl]amino }- l,3-d3iazpl^ 
25 2<2-{[(2,4-DicWoro-6-metiiylphenyl)siilfonyl]ainin^ 
diisopropylacetamide, 

N,N-diisopropyl-2-(2-{[(2,4,6-tricUorpphenyl)sulfonyl]amino}- l,3-thiazol-4- 
yl)acetamide, 

2-(2-{[(3-CMor<>-2-methylphenyl)siilfonyl]amino}^ 
30 diisopropylacetamide. 
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2-(2-{[(3-CMoro-2.methylphenyl)sulfonyl]amino}-l,3-t^ 
dipropylacetamide, 

N-benzyl-2<2-{[(3-cMoro-2-methylphenyl)sulfonyl] 
methylacetamide, 
5 N-benzyl-2-<2-{[(3-cMoro-2-methylphenyl)sulfo 
ethylacetamide, 

2-(2-{[(3-CUoro-2-me11iylphenyl)sulfonyl]amino 
dimethylacetamide, 

2- (2-{[(3-cMoro-2-methylpheayl>iilfonyl]ammo}-l^ 
10 methylacetamide, 

3- ailoro-N-{4-[2-(3,4-dihydro-2(lH)-isoqumolm^ 
methylbenzenesiilfonamide, 

2-(2-{[(3-CMoro-2-metiiylphenyl)sulfonyl]amino}-l,3-tM 
phenylacetamide, 
15 2-(2-{[(3-CUoro-2-methylphenyl)su]fonyl]aiiuno}-l,3-th^ 
methylacetamide, 

2-{2-[([ 1, r-Biphenyl]-4-ylsulfonyl)amino]- l,3-thia2ol-4-yl}-N-iso 
methylacetamide, 

N-ethyl-N-me1iiyl-2-(27{[(2,4,6-tricMorophenyl)sulfonyl] 
20 yl)acetamide, 

2-(2-{[(2,4-Dichloro-6-methylphenyl)sulfonyl]amino}-l,3 
methylacetamide, 

N-etliyl-N-methyl-2-<2-{[(4-propylphenyl)siilfon^ 
yl)acetamide, 

25 2.{2-[([14'.Biphenyll-^yhiilfonyl)amino]-l,3.tM^^^ 
methylacetamide, 

2<2-{[(3-CMoro-2-melhylphenyl)sulfonyl]amino}-l,3-tM 
methylacetamide, 

2<2-{[(3-CUoro-2-methylphenyl)sulfonyllamino}-l,3-thia2^ 
30 [(IS)-l-phenylethyllacetamide, 
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3-CMoro-2-methyl-N-{4-[2-oxo-2-(l-pyiToUdinyl)ethyll-l,3-±iazol^^^ 
yl}ben2enesulfonamide, 

3-ailoro-2-metiiyl-N-{4-[2-oxo-2-(l-piperidinyl)ethyl]-l,^ 
yl} benzenesulfonamide, 
5 N-{4-[2-oxo-2-(l-pipOTdinyl)ethyl]-l,3-fMazol-2-yl^ 

N-{4-[2-oxo-2-(l-piperidinyl)etliyl]-l,3-tiuazol-2-yl}-4-p^ 
2,4-DicMoro-6-methyl-N-{4-[2-oxo-2<l-piperidinyl)eA^^ 
yl}bexizeiiesiilfonamide, 

2,4,6-TricMoro-N-{4-[2-oxo-2-(l-piperidmyl)ethyl]-l,3-tM 
10 yl}benzenesulfoiiamide, 

3- CUoro-2-methyl-N-{4-[2-(4-moiT}holinyl)-2-oxoethyl]- 1,3 -thia2ol-2- 
. yl}beiizenesulfo]iainide, 

2,4,6-TricUoro-N-{4-[2-(4-morpholmyl)-2-oxoethyl]-l,^ 
yl}benzeiLesulfonamide, 
15 2,4-DicUoro-6-methyl-N-{4-[2-(4-moipholinyl)-2-oxoe%l]-l,3-tld 
yl}benzenesulfonaiiiide, • 

N-{4-[2-(4-raorphoImyl)-2-oxoettiyl]- l,3-thiazol-2-yI} [ 1 , r-biphenyl]-4-sulfonainide, 
N-{4-[2-(4-morpholinyl)-2-oxoethyl]- 1 ,3 -thiazol-2-yl } -4-propylbenzenesulfonamide, 
2,4-DicWoro-N-{4-[2-(4-moipholinyl>2-oxoethyl]-l,3-tbiazol-2- * 
20 yl}beiizenesulfonamide, 

4- CWoro-2,6-dimethyl-N-{4-[2-(4-morpholmyl)-^^ 
yl}benz«aesulfonamide, 

N-(4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-Mazol-2-yl}-4- 

phenoxybenzenesulfonamide, 
25 2-MethyI-N-{4-[2-(4-moxpholinyl).2-oxoethyll-l,3-tW 

(iTifluorometixoxy)benzenesulfonaniide, 

N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}-2,^^ 

bis(trifluoromethyl)beiiz«nesidfonainide, 

4-Bromo-2-methyl-N-{4-[2-(4-moipholinyl>2-oxoethyl]-l,3 
30 yl}benzeiiesulfonainide. 
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4-(2-Furyl>N-{4-[2-(4-morpholinyl)-2-oxoe%l]-l,3-th^ 
yI}benzenesulfoiiamide, 

3*-Fluoro-6*-methoxy-N-{4-[2-(4-morpholinyl)-2-^^^ 
biphenyl]-4-suIfonamide, 
5 4-(5-Me%l-2-tiuenyl)-N-{.4-[2<4-morpholiny0^^^ 
yl}benzeiiesulfonainide, 

3'-Acetyl-N-{4-[2<4-morpholmyl)-2-oxoethyll-l,3-thi^ 
sulfonamide, 

N-{4.[2^4.Moipholinyl>2-oxoediyl]-l,3-thiazol-2^ 
10 biphenyl]-4-siilfoiiainide, 

3^4'-DicMoro-N-{4-[2<4-morpholmyl)-2-oxoet^^^^ 
4-si]lfoiiamide, 

4-(l,3-Beiizodioxol-5-yl>N-{4-[2-(4-moiTholinyl)-2-oxoeth^ 
yl}bexizenesiilfonainide, 
15 4-(5-cUoro-2-thienyl)-N-{4-[2-(4-moipholinyl)-2-oxoetfiyI]-l,3-fl^ 
yl}benzenesulfonainide, 

N-{442-(4-Morpholinyl>2-oxoethyl]-l,3-thiazol-2-yl}-4-(4-. 
pyridinyl)bjenzenesiilfonamide, 

N-{4'-[({4-[2-(4-morpholinyl)-2-oxoefliyl]-l,3-tMazol-2-yl}anm 
20 bipheiiyl]-3-yl}acetainide, 

N-{4-[2-(4-Morpholinyl)-2<oxoelhyl]-l,3-thiazol-2-yl}-4-(3- 
thienyl)benzenesiilfonaiiiide, 

N-{4-[2-(4-Morpholinyl)-2-oxoeliiyl]-l,3-thiazol-2-yl}-4-(2- 
thienyl)benzenes\ilfonamide, 
25 4V[({4-[2-(4-Morpholinyl)-2-oxoethyl]-l,3-tbiazol-2-yl}a^ . 
. biphenyI]-4-carboxylic acid, 

4'-(Mefliylsiilfanyl)-N.{4-[2-(4-moipholinyO^^ 1 - 

biphenyl]-4-sutfoiiamide, 

N-{4-[2-(4-Morpholinyl)-2-oxoethyl]-l,3-tiuazol-2-yl}-3\5 
30 biphenyl]-4-sulfonamide. 
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4'-CMoro-N-{442<4-moipholmyl>2-oxoe%l]-l,3-thiazol-2-yl}[l^ 
sulfonamide, 

N-{4.[2<4-Morpholmyl)-2-oxoetiiyl]-l,3-thia2ol-2-y^ 
sulfonamide, 

4-(l-Ben2ofuran-2-yl>N-{4-[2-(4-morpholinyl)-2-oxoetiiyl]-l,^ 
yl}benzenesulfonamide, 

N-{4-[2-(4-Moipholinyl)-2-oxoetiiyl]-l,3-thiazol-2.yl}-4< 
pyTrolidinyl)benzenesuIfonamide, 

4<4-Methyl- l-piperidinyl)-N-{4-[2<4-morpholinyI)-2-oxoethyl]- l,3-thiazol-2- 
yl}benzenesulfonamide, 

4-AniKtto-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-tiiiazol-2-yl^ 

4-0Benzylaimno)-N-{4-[2-(4-moipholinyl)-2-oxoethyl]- 

yl}benzenesulfoiiamide, 

N-{4-[2-(4-Morpholinyl>2-oxoethyl]-l,3-tluazol-2-yl}.4^ 
tfaienyImethyl)aniino]benzenesulfonamide, 

4-(4-Morpholinyl>N-{4-[2-(4-moq)holinyl)-2-oxoethyl]-l,3-lWazol^^ 
yl}benzenesulfonamide, 

4-(4-Methyl-l-pipera2inyl)-N-{4-[2-(4-morpholinyl)-2-oxoettyl]-l,3-^ 
yl}benzenesulfonamide, 

N-{4-[2-(4-Morpholinyl)-2-oxoethyl]-13-thiazol-2-yl}-4-[(3- 
pyridinylmethyl)amino]benzenesulfonamide, . 
2,4-Dichloro-6-methyl-N-{5-methyl-4-[2-(4-morpholinyl>2-oxoethyy 
yl}benzenesulfonamide, 

N-{5-methyI-4-[2-(4-moipholinyl)-2-oxoe%i]-l,3-1iuazol^^^ 
sulfonamide, 

2,4,6-tricMoro-N-{5-methyl-4-[2-(4-moipholinyl>2-oxoethyl]-l,3-^ 
yllbenzenesulfonamide, 

3-cMoro-2-metiiyl-N-{5-melhyl-4-[2-(4-moii»holinyl)^^^ 
yl}benzenesulfonamide, 

3-anoro-N<4-{2-I(2R,6S)-2,6-dime&ylmoipholinyl]-2-o^ 
2-mefhylbenzenesuIfonaxnide, 
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3-Cmoro-2-metliyl-N-(4-{2-[(lS,4S)-2-oxa-5-azabicyclo[2.2.l]liept-5-^^^ 
oxoethyl}- l,3-tihiazol-2-yl)benzeaesulfonamide, 
3-CMoro-2-meth.yl-N-{4-[2-oxo-2-(4-thiomoipholinyl)e 
yl}benzenesulf6na]iiide, 
5 N-{4-[2-oxo-2-(4-tldomoiT)holinyl)e%l]-l,3-^ 
sulfonanude, 

N-{4-[2-oxo-2<4-tluomorpholinyl)elliyl]- 1,3-tiu^^^ 
propylbenzenesulfonamide, • 

2,4-DicWoro-6-methyl-N-{4-[2-oxo-2-(4-thiomorphol^^ 
10 yl}beiizenesulfonaiiiide, 

2A6-TricMoro-N-{4-[2<)xo-2<4-tMomoipholmyl)ethyl]-l^ 
yl}ben2;eiiesulfoiiaixiide, 

N-{4-[2-(14-dioxido-4-tiiiomoipholinyl)-2-oxoetbyl]-l,3-tW 
propylbenzenesulfonamide, 
. 15 Tert-butyl 4-[(2-{ [(3-cMoro-2-methylphenyl)sulfonyl]amino}-l,3-thia^ 

1- piperazinecarboxylate, 

N-{4-[2-(4-Acetyl-l-piperazmyl)-2-oxoe1iiyl]-l,3-tWaz^ 
methylbenzeaesulfonamide, 

3-CMoro-2-methyl-N-{4-[2-(4-methyl- l-piperazinyl)-2-oxoethyl]- l,3-thiazol-2- 
20 yl}benzenesulfonamide trifluoroacetate, 

3-CMoro-2-methyl-N-{4-[2-oxo-2-(l-piperazinyl)ethy^ 
yI}benzeiiesulfonamide trifluoroacetate, 

2- Metiiyl-N- {4-[2-(4-methyl- l-piperazinyl)-2-oxoethyl]- 1 ,3-thiazol-2-yl} -4- 
(tri£luoromethoxy)benzenesulfonaiiiide, 

25 2,4-DicWoro-6-rnetbyl-N-{4-[2<4-methyl-l-piperazinyl>2-oxoe1h^^ 
yl}benzenesulfonamide, 

2,4-DicUoro-N-{4-[2-(4-methyl-l-piperazinyl>2-oxoetiiyl]-l,3-t^ 
yl}benzeaesiilfonainide, 

3- cUoro-N<4-{2-[(2R)-2,4-dimethylpipera2inyl]-2-oxoeth^^ 
30 metbylbenzeitesulfonamide, 
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2- (2-{[(3-ahloro-2-metiiylphenyl)sulfonyl]amino}-l,3-thi^^ 
methylacetamide, 

3- Chloro-2-methyl-N-[4-(2-oxopentyl)-l,3-tMa2X)l-2-yl]benzenes^^ 

4- CMoro-N-[4-(2-hydroxyethyl)-l,3-tWazol-2-yl]ben2enesiil^^ 
5 3-CUoro-N-[4-(2-hydroxyethyl)-l,3-tIiiazol-2-yl]-2-me1iiyl^ 

3-ailoro-N-[4-(3-hydroxypropyl)-l,3-lMazol-2-yl]-2-meth^ 
3.CUoro-N-[4-(2-ethoxyethyl)-l,3-thiazol-2-yl]-2-methylbem^ 
3<}Uoro-N-[4-(24sopropoxyethyl>l,3-tiiia2ol-2-yl]-2-meth^ 
N-{4-[2-(benzyloxy)e1iiyl]-l,3-tihiazol-2-yl}-3-cUoro-2-met^^ 
10 3-Qiloro-N-[4-(2-methoxyethyI)-l,3-iMa2ol-2-yl]-2-met^^ 
3-CUoroTN-{4-[2-(2-fluoroetiioxy)etiiyl]-l,3-tM 
. methylbenzenesulfonainide, 

3-CWoro-2-methyl-N-{4-[2<2,2,2-trmuoroetiioxy)eth^^ 
yiybenzenesulfonamide, 
15 3<Moro-2-metityl-N-{4-[2<2-pyridjnylsulfm^^ 
yl}beiize]iesuIfonaniide, 

3-CMoro-2-methyl-N-{4-[2-(3-pyridinyloxy)etiiyl]- 1,3-tUazol-^ 
yl}beiizenesulfonainide» 

Methyl 2-[2-(2-{ [(3-cWoro-2-methylphenyl)sulfonyl]amino}- l,3-thiazol-4- 
20 yl)etiioxy]benzoate, 

3-CWoro-N45-[(dimethylainino)metiiyl]-4-(2-ethoxy^^ 
methylbenzenesulfonamide, 

2-(2-{[(3-CMoro-2-mediylphenyl)sulfonyl]ainino}-l,3-thiazol^^ 
methanesulfonate, 
25 3-(2-{ [(3-cUoro-2-methylphenyl)sulfonyl]aiiuno}-l,37tW 
methanesulfonate, 

2-(2.{ [(3-ChIoro-2-mefliylphenyl)suIfonyl]aminb } - 1 ,3-thiazol-4-yl)ethyI acetate, 
2-(2-{[(3-Qdoro-2-methylphenyl)sTilfonyl]amino}- l,3-tMazol-4-yl) propionate, 
2-(2-{[(3-CMoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-y^ 2- 
30 metibylpropanoate, 

2-(2-{[(3-CWoro-2-methylphenyl)sulfonyl]aiiiino}-l,3-thiazoi-^^ 
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2-(2-{[(3-chloro-2-metliylphenyl)sulfonyl]amino}-l,3-lWazol^^ 
2<2-{[(3-Chloro-2-methylphenyl)siilfonyl]ammo}-l,3-tiiia^^ 
morpholinecarboxylate, 
2<2-{[(3-CUoro-2-methylphei5fl)siilfonyy 
S diethylcarbamate, 

2- (2-{[(3<JUoro-2-methylphenyl)sulfoayllammo}-l,3-^ 
ethylcarbamate, 

N-[4L(2-azidoethyl)-l,3-tiiiazol-2-yl]-3-K5hloro-2-metity 
>|-[4.(2-amiiioethyl)- 1 ,3-thiazol-2-yl]-3-chloro-2-methylbenzenesulfonainid^ 
10 3-CUoro-2-methyl-N-{4-[2<me%lamino)ethyl]-l,3-th^ 
yl}benzenesulfoiiamide, 

4-ailoro-N-{4-[2-(die1iiylaixuno)ethyl]-l,3-tHa2» 
hydrochloride, 

3- CMoro-N-{4-[2-(diethylamino)ethyl]-l,3-lWazol^^^ 
15 methylbenzenesulfonamide hydrochloride, 

3.CMoro-N-{4-[2<lH-iinidazol-l-yl)ethyl>l,3-thiazol-2-yl}-2. 

methylbenzenesulfonaraide dihydrate, 

3-CWoro-2-methyl-N-{4-[2-(4-me1hyl-l-pipera2anyl)elhyl]-l,3-^ 
yljbenzenesulfonamide dihydrochloride, 
20 3-CUoro-2-methyl-N-{4-[2-(4-morpholinyl)ethyl]-l,3-fluazol-2- 
yl}benzenesidfonanude hydrochloride, 

3 -CUoro-2-methyl-N-[4-(4-morpholinylmethyl)- 1 ,3 -thiazol-2-yy^ 
hydrochloride, 

2,4,6-TricUoro-N-{4-[2-(4-morpholinyl)ethyl]-l,3-tidazol-2-yl}bei^ 
25 hydrochloride, 

2,4-Dichloro-N-{4-[2-(4-morpholinyl)ethyl]- 1 ,3-fhiazol-2-yl}betizenesulfonainide 
hydrochloride, 

2,4-DicWoro-6-me1hyl-N-{4-[2-(4-morpholmyl)ethyl]-l,3-lMaz^ 
yl}beiizenesiiIfonaimde hydrochloride, 
30 N-{4-[2-(4-MotphoIinyl)ethyl]-l,3^&iazol-2-yl}-4-propylbei^ 
hydrochloride. 
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3-CMoro-N-{4-[2-(ethylammo)etiiyl]-l,3-thiazol-2-yl}-2-methylbe 

3-CWoro-N-(4-{2-[(2-hydroxyethyl)ainino]ethyl}-l,3-t^ 

methylbenzenesulfonainide, 

3<:Moro-N-(4-{3-[(2-hydroxyethyl)aimno]propyl}-l,3-^ 
S metbylbenzenesulfonaiDide hydrochloride hydrate, 

N-[2-(2-{ [(3-cUoro-2-metfaylphenyi)sulfonyl]aiiimo }- l,3-thia2ol-4-yl)ethyl]-N- 
ethylacetaxnide, 

3-CUoro-2-methyl-N-{4-[2-(3-oxo-4-moipholinyl)e%l].l,3rfluazo 
yl}benzenesiilfonainide, 
10 3-Chloro-N-{4-[2-(2-hydroxy-3-oxo-4-morpholinyl)et^^^ 
methylbenzenesulfonamide, 

2,4-DicMoro-N-{4-[2-(3K>xo-4-morpholinyl)ethyl]- l,3-fhiazol-2- 
yl}benzeiiesulfonamide, 

2.4- DicUoro-6-me%l-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-^ 
15 yl}ben2enesulfonajcmde, 

2,4,6-Trichloro-N-{4-[2-(3-oxo-4-inorpholinyl)ethyl]-l,3-thiazol-2- 
yl}benzenesulfonainide, 

4.5- DicWoro-N-{4-[2-(3-oxo-4-morpholmyl)ethyl]-l,3-lMazol-2-yl}-^^ 
thiophenesulfonamide, 

20 N-{4-[2-(3-Oxo-4-morpholinyl)ethyl]-l,3-thiazol-2-yl}-4- 
phenoxybenzenesulfonamide, 

3-nuoro-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-tMazol-2-yl}ben^ 
N-{4-[2-(3-Oxo-4-morpholinyl)ethyl]-13-thiazol-2-yl}-5-(2-p^ 
thiophenesulfonamide, 
25 N-{2-Chloro-4-[({4-[2^3-oxo-4-morpholinyl)ethyl]-l,3-thiazol-2- 
. yl}amino)sutfonyl]phenyl}acetanude, 
3-CUoro-2-niethyi-N-{4-[(3-oxo-4-nioipholinyl)methyl]-l,3-thi 
yl}benzenesulfonamide, 

3-CWoro-2-methyl-N-{4.[3-(3-oxo-4-morpholinyl)propyl]-l,3-tW 
30 yl}benzenesidfonamide. 
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3-GUoro-N,2-dime%l-N-{4-[2-(3-oxo-4-morpholmyl)ethyl]-l,3-ti^ 
yl}benzenesulfonainide, 

3-CUorcH2-methyl-N-{4-[2K2-methyl-3-oxo-4-morpholmy0^ 
yl }beiizenesulfonaimde, 
5 N-[2-(2-{[(3-CMoro-2-methylphenyl)sulfonyllamino 
yl)ethyl]acetaimde, 

3-CUoro-2-methyl-N-{4-[2-(3-oxo-l,4-oxazepan-4-yl)e%l]- 1,3-ti^ 
yl}benzenesulfoiiaiDide, 

3-adoro-2-methyl-N-{4-[2-(2-oxo-l-pyiToUdmyl)et^^^ 
10 yl}beiizeiiesulfonamide, 

3-CUoro-2-me11iyl-N-{4-[2-(2-oxo-l-iimdazoUdmyl)e1hy^^ 
yl}beiize]iesulfonainide, 

3-adoro-2Tme1iiyl-N-{4-[2-(2-oxo-l,3-oxazoUdin-3-yl^^^ 
yl}beiizenesiilfonaiiiide, 
15 N-[2<2-{[(3-CMoro-2-methylphenyl)sidfonyl]ammo}-l,3-M 
hydiX)xyethyl)-2-furainide, 

N-[2-(2-{[(3-cUoro-2-mefliylphenyl)sulfonyI]aiiiino}-l,3-tM 
methylcyclopropanecarboxaxnide, 

3-CWoro-2-methyl-N-{4-[2"(4-me%l-2-oxo-l-piperazmyl)ethyl]-l^ 
20 yl}beiizenesidfonamide hydrochloride, 

• 3-CUoro-2-me1hyl-N-(4-{2-[(methybulfonyl)ainino]e^^^ 
yl)benzeiiesiilfonaniide, 

3-Cmoro-2-me1hyl-N-<4-{2-[methyl(methylsiilfonyl)ai^ 
yl)benzenesulfonamide, 
25 3-CMoro-2-methyl-N-[4-(2-{[(trifluoromethyl)sulfonyl]ai^ 
yl]benzeiiesulfonainide, 

3-CWoro-2-methyl-N-[4-(2-{methyl[(trifluoromethyl)si^^ 
thiazol-2-yl]beiizenesiilfonarQide, 
N-[2-(2-{|(3<;Moro-2-methylphenyl)sulfonyl]am^ 
30 methyl- lH-iimdazole-4-sulfonamide, 
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3-CMoro-N-(4-{2-[[(3-cMoro-2-me%lphenyl)sulfonyl](me&^^ 
tWazol-2-yl)-2-melliylbeiizenesxilfonaiiiide, 

N-[4-(2-bromoethyl)-l,3-Mazol-2-yl]-3-cUoro-2-meAylbenzenesi^ 
3-ailoro-N-[4<2-cUoroethyi>l,3-thiazol-2-yl]-2-^^ 
5 3-CWoro-2-me%l-N-{4-[(5-methyl-l,3,4-oxadiazol-2-y^^^ 
yl}bQiizenesiiIfoiiainide, 

Ethyl 3-(2-{[(3-cUoro-2-metIiylphenyl)sulfonyl]ainino}- 

Another object of the present invention is a compound as described above for medical 
10 use. 

Another object of die present invention is a process for the preparation of a compound 
as described above comprising at least one of the following steps: 

a) sulfonamide coupling by reacting a 2-aininotliiazole witii a sulfonylchloride in the 
15 presence of a base, 

b) sulfonamide coupling by reacting a 2-aminothiazole derivative with a 
sulfonylchloride in the presence of a base, 

c) saponification by treatment of a carboxylic acid ester with aqueous hydroxide, 

d) amide coupling by reacting a carboxylic acid ester with an amine, 

20 e) amide coupUng by reacting a carboxylic acid with an amine in the presence of 
^DCI, 

£) amide coupling by reacting a carboj^lic acid with an amine in the presence of 
EDCI,HOATorHOBT, 

g) amide coupling by reacting a catrboxylic acid ester with an amme in the presence of 
25 aluminium chloride, 

h) formation of a thiazole ring by reacting an optionally substituted thiourea witfi an 
a-haloketone, 

i) fomiation of a thiazole ring by reacting a thiourea with a ketone, 

j) acylation of an alcohol by reacting vidth an acid chloride in tiie presence of a base, 
30 k) caibamoylation of an alcohol by reacting with 4-nitrophenylchloroformate and then 
with a primary or secondary amine. 
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1) palladium coupling of a halo compound with a boronic acid, 

m) palladium coupling of a halo compound with an amine with l8-crown-6, 

n) palladium coupling of a halo compoimd with an amine without 18-crown-6. 

Another object of the present invention is a method for the treatment or prevention of 
diabetes, syndrome X, obesity, glaucoma, hyperlipidemia, hyperglycemia, 
hyperinsulinemia, osteoporosis, tuberculosis, dementia, depression, virus diseases and 
inflammatory disorders, said method comprising administering to a mammal, 
including man, in need of such treatment an effective amount of a compound of the 
formula (IT) 

wherein 

T is an aiyl ring or heteroaryl ring or aiyl-C2-a]kenyl ring, optionally independently 
substituted by [R]n^ wherein n is an integer 0-S, and R is hydrogen, aryl, heteroaryl, a 
heterocyclic ring, optionally halogenated Ci^-alkyl, optionally halogenated Ci-6- 
allcoxy, Ci^-alkylsulfonyl, carboxy, cyano, nitro, halogen, amine which is optionally 
mono- or di-substituted, amide which is optionally mono- or di-substituted, aryloxy, 
aiylsulfonyl, arylamino, wherein aryl, heteroaiyl and aiyloxy residues and heterocychc 
rings can further be optionally substituted in one or more positions independently of 
each otiier by Ci^-acyl, Ci-6-alkyltihio^ cyano, nitro, hydrogen, halogen, optionally 
halogenated Ci^-alkyl, optionally halogenated Ci^-alkoxy, amide which is optionally 
mono- or di-substituted, (benzoylamino)methyl, carboxy, 2-thienylmethylamino or 
({[4-(2-ethoxy-2-oxoethyl)- l,3-thiazoi-2-yllamino}carbonyl); 

R* is hydrogen or Ci-6-aUq^l; 

XisCHzorCO; 

Y is CH2, CO or a single bond; 
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is selected j&om Ci^-alkyl, azido, arylthio, heteroarylthio, halogen, hydroxymethyl, 
2-hyclroxyetfiylaminomethyl, methylsulfonyloxymethyl, 3-oxo-4- 

5 morpholinolinylmethylene, Ci-e-alkoxycarbonyl, 5-methyl-l,3,4-oxadiazol-2-yl; 

NR^R\ wherein and are each independently selected from hydrogen, Ci-6-aIl^l,. 
optionally halogenated Ci^-alkylsulfonyl, Ci^-alkoxy, 2-methoxyethyl, 2- 
hydroxyethyl, I-methylimida2X>lylsulfonyl, Ci^-acyl,.cyclohexylmethyl, 
cyclopropanecarbonyl, aryl, optionally halogenated aiylsulfonyl, furylcarbonyl, 

10 tetrahydro-2-furanylmethyl, N-carbethoxypiperidyl or Ci-e-alkyl substituted with one 
or more aryl or heteroaryl, or 

]SIR?R* represent together heterocyclic systems which can be inciidazole, piperidine, 
pyrrolidine, piperazine, morphoUne, oxazepine, oxazole, thiomorpholiae, 1,1- 
dioxidotiiiomorpholine, 2-(3,4-dihydro-2(lH)isoquinolinyl), (lS,4S)-2-oxa-5- 
15 azabicyclo[2.2. l]hept-5-yl, which heterooycUc systems can be optionally substituted 
by Ci^-alkyl, Ci^-acyl, hydroxy, oxo, t-butoxycarbonyl; 

OCONR^R"*, wherein R^ and R"^ are each independently selected from hydrogen, Ci-6- 
alkyl or form together morpholinyl; ' 

R^O, wherein R^ is hydrogen, optionally halogenated Ci-6-alkyl, aryl, heteroaryl, Ci-6- 
20 acyl, Ci^-alkylsulfonyl, arylcarbonyl, heteroarylcarbonyl, 2-carbomethoxyphenyl; 

or a salt, hydrate or solvate thereof. 

These compoimds may also be used in the manufacture of a medicament for the 
25 prevention, management or treatment of diabetes, syndrome X, obesity, glaucoma, 
hyperlipidemia, hyperglycemia, hyperinsulinemia, osteoporosis, tuberculosis, 
dementia, depression, virus diseases and inflammatoiy disorders. 

It is preferred that: 
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T is selected from 5-cUoro-l,3-dimethyl-lH-pyrazol-4-yl; 4-chloro-2,3,l- 
benzoxadiazolyl; 5-(dimethylainmo)-l-naphtiiyl; l-methyliinidazoM-yl; l-naphthyl; 

2- naphthyl; (E)-2-phenylethenyl; 8-quinoliayl; 

fhienyl substituted with one or more of (beiizoylamino)methyl, bromo, chloro, 3- 
5 isoxazolyl, 2-(methylsulfanyl)-4-pyrimidiiiyl, l-methyl-5-(trifluorometiiyl)pyrazol-3- 
yl, phenylsulfonyU pyridyl; 

phenyl substituted with one or more of acetylamino, 3-acetylaminophenyl, 3- 
acetylphenyl, benzeneamino, l,3-benzodioxol-5-yl, 2-benzofuryl, benzylamino, 3,5- 
bis(tri£luoromethyl)phenyl, bromo, butoxy, carboxy, chloro, 4-carboxyphenyl, 3- 

10 chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, cyano, 3,4- 

dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-.1^3-thiazol-2-yl]amino fluoro, 
5-fluoro-2-methoxyphenyl, 2-fuiyl, hydrogen, iodo, isopropyl, methanesulfonyl, 
methoxy, methyl, 4-methyl-l-piperazmyl, 4-methyl-l-piperidiayl, 4- 
methylsulfanylphenyl, 5-methyl-2-thienyl, 4-morpholinyl, nitro, 3-nitrophenyl, 

15 phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridylmethylamino, l-pyrrolidinyl, 2-fliienyi, 

3- thienyl, 2-thienylmethylamino, trifluoromethoxy, 4-trifluoromethoxyphenyl, 
trifluoromethyl; or 

is hydrogen or methyl; 

20 

XisCHiorCO; 
Y is CH2, CO or a single bond; 
25 B is hydrogen, methyl or dimethylaminomethyl; 
is} is selected from 

n-propyl, azido^ bromo, chlord, 2-pyiidinylsulfanyl, 3-oxo-4-morpholinoUnyl- 
melhylene, ethoxycarbonyl, 5-methyl-l,3,4-oxadiazol-2-yl, hydroxyn^ethyl, 2- 
30 hydroxy ethylaminomethyl, methylsulfonyloxymethyl; 
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NR^R^ wherein and R"* are each independently selected from acetyl, benzhydryl, 
l,3-bexizodioxol-5-ylmefhyl, benzyl, 3-chloro-2-me&ylphenylsulfonyl, cyclohexyl, 
cyclohexylmethyl, cyclopropanecarbonyl, ethyl, 2-fuiylcarbonyl, 2-fuiykaelhyl, 
hydrogen, 2-hydroxyettiyl, 2-(lH-indol-3-yl)ethyl, isopropyl, methoxy, 2- 
5 methoxyethyU methyl, 4-(l-methylimidazolyl)sulfonyl, methylsulfonyl, phenyl, (1S> 
phenylethyl, n-propyl, tetrahydro-2-fiiranylmelhyl, trifluorometibylsulfonyl, N- 
carbethoxypipeiidyl; or 

NR^R* represent together 4-acetylpiperazinyl, 4-t-butoxycarbonylpiperazinyl, 2-(3,4- 
dahydro-2(lH)isoquinolinyl), (2R,6S>2,6-dimefliyhnorpholinyl, (2R)-2,4-dimethyl-l- 

10 piperazinyl, 2-hydroxy-3-oxomorpholinyl, imidazolyl, 2-methyl-3-oxomorpholinyl, 4- 
methyl-2-oxopiperazinyl, 4-metiiylpiperazinyl, moipholinyl, (lS,4S)-2-oxa-5-aza- 
bicyclo[2.2.1]hept-5-yl, 2-oxoiaudazolinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxazepinyl, 
2-oxooxazolinyl, piperazinyl; piperidinyl; pyrrolidinyl; pyrrolidonyl, thiomorpholinyl; 
1, l-dioxido-thiomorpholinyl; 

15 OCONR^R"*, wherein R^ and R'* are each independently selected from ethyl, hydrogen 
or form together moipholinyl; 

R^O, wherein R^ is acetyl, benzoyl, benzyl, ethyl, 2-flnoroethyl, 2-ftirylcarbonyl, 
hydrogen, isobutyryl, isopropyl, methyl, 2-carbomethoxyphenyl, methylsulfonyl, 
phenyl, propionyl, 3-pyridinyl, 2,2,2-trifluoroethyL 

20 

The following compoimds are. especially preferred: 

Ethyl (2-{[(2,4-dicUoro-5-methylphenyl)suUbnyl]anmo}-l,3-thiazol-4-yl) 
Ethyl 2-(2-[[(4-cUorophenyl)sxiIfonyl]anuno]-l,3-thiazole-4-yl)acetate, 
Ethyl 2-(2-{[(4-cMoroT2,5-dimethylphenyl)sulfonyl]anMno}-l,3-thiaz^ 

25 Ethyl 2-(2-{[(2,4-difluorophenyl)sulfonyl]ammo}-l,3-thia2ol-4^ 

Ethyl 2-(2-(((4-metKylphenyl)sulfonyl)animo)-l,3-thiazol-4-yl)acetate^ 
Ethyl 2-(2-{[(2,5-dicMoro-3-thienyl)sulfonyl]amino}-l,3-thiazoM^ 
Ethyl (2-{[(2-chlorophenyl)siilfonyl]amino}- l,3-thiazol-4-yl)acetate; 
Ethyl 2-(2-{[(3-cWoro-2-methylphenyl)sulfonyl]aniino}-l,3-thiazol-4-y^^ 

30 Ethyl 2-{2-[([l,l*-biphenyl]-4-ykulfonyl)amino]-l,3-thiazol-4-yl}a^ 
Ethyl 2-(2- { [(3-bromophenyl)sulfonyl]amino } - 1,3 -thiazol-4-yl)acetate, 
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Ethyl (2-{[(4-nitrophenyl)sulfonyl]amino}-l,3-tiuazol-^ 
Ethyl (2-{[(4-methoxyphenyl)sulfonyl]ainino}-l,3-ti^ 
Ethyl (2-{[(3-nitrophenyl)siilfonyl]ammo}-l,3-lM 
Ethyl (2-{[(3-methylphenyl)siilfonyl]amino}-l,3-fhiazo 

5 Ethyl (2-{[(3-cUoropheayl)sulfonyl]ainino}-l,3-thiazol-4-yl)^^ 
Ethyl (2-{[(4-fluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)a 
Ethyl (2-{[(3-fluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)ace^^^ 
Ethyl {2-[(phenykiilfonyl)aimno]-l,3-thiazol-4-^^ 
Ethyl (2- { [(4-isopropylphenyl)siiif onyl] amino } - 1 ,3 -thiazpl-4-yl)acetate, 

10 Ethyl [2-({[3-({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2. 

yl]ainino}carbonyl)phenyl]siilfonyl}aimno)- l,3-thiazol-4-yl]acetate. 
Ethyl [2-({[4-({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 
yljamino } carboiiyl)phenyl] sxilfonyl} amino)- 1 , 3 -tliiazol-4-yl] acetate. 
Ethyl (2-{[(2-metihylphenyl)sulfonyl]amino}-l,3-thia2»l-4-yl)acetate, 

15 Ethyl [2-({ [2-(trifluoromethyl)phenyl]siilfonyl} anuno)- 1,3 -thiazol-4^^ 

Ethyl [2-({ [3-(trifluoromethyl)phenyl]sulfonyl} amino)- 1,3 -thiazol-4-yl]acetate. 
Ethyl [2-({ [4-(trifliioromethyl)phenyl] sulfonyl } amino)- 1 , 3 -thiazol-4-yl]acetate. 
Ethyl 2-(2-{ [(4-bromophenyl)sulfonyl]amino}- l,3-thiazol-4-yl)acetate, 
Ethyl (2- { [(2-mtrophenyl)sulfonyl]amino} -l,3-thiazol-4-yl)acetate, 

20 Ethyl (2-{ [(2,4-dicWoro-6-methylphenyl)sulfonyl]ainino}- l,3-thiazol-4-^^^ 
Ethyl (2-{[(2,4,6-tricUor6phenyl)siiIf3nyl]ainino}-l,3-ti^ 
Ethyl (2-{[(2,4-dicUorophenyl)siilfonyl]ainino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(5-fluoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)ace^^ 
Ethyl (2-{[(4-propylphenyl)suIfonyl]ainino}-l,3-thiazol-4-yl)acetate, 

25 Ethyl (2-{ [(2-methoxy-4-methylphenyl)sulfonyl]amino}- l,3-thia2ol-4-yl)acetate. 
Ethyl (2-{ [(3,5-dichlOTophenyl)siilfonyl]amino}-l,3-thiazol-^ 
Ethyl [2-({[4-(3-cUoro-2-(qranopheaoxy)phenyl]suIfonyl}amino)-l,3-lMM^ 
yljacetate. 

Ethyl (2-{[(3,4-dichlorophenyl)sulfonyl]amino}-l,3-thiazol-4-y 
30 Ethyl (2-{ [(4-butoxyphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 

Ethyl (2-{[(4-cMoro-2-methylphenyl)sulfonyl]amino}-l,3-thia2»l-4-yl)ace^^^ 
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Ethyl [2<{[4-(acetylamino)phenyl]siil^^ 
Elhyl {2-[(8-qiiinolmylsxilfonyl)amino]-l,3-M 

Ethyl (2-{[(3,4-dimethoxyphenyl)siilfon^ - 

Ethyl (2-{[(4-iodophenyl)sulfonyl]animo}-l,3-thia2ol-^^ 

Ethyl (2-{[(3-cUoro-4-mefliylphenyl)siilfonyl]ami^ 

Ethyl [2-({[5T(dimethylainmo>l-naphthyl]sulfo 

Efliyl (2-{ [(l-methyl-lH-ijiudazol-4-yl)siitfonyl]a 

Ethyl (2-{[(5-bromo-2-methoxyphenyl)sulfonyl]amino}-l,3-thi^ 

Etihiyl (2-{ [(2,5-dimethoxyphenyl)suIfonyl]ainmo}-l,3-tfd 

Ethyl. (2-[(2-naphtiiylsiilfonyl)amino]- 1,3-tiuazol-^ 

Ethyl {2-[(mesitylsiilfonyl)ammo]-l,3-thiazol-4-yl}acetate 

Ethyl (2-{ [(3-bromo-5-chloro-2-thienyl)siilfonyl]ainino 

Ethyl {2-[({5-[(ben2oylaiiiino)methyl]-2-tfaienyl}sxilfonyl)ai^ 

yl}acetate. 

Ethyl {2-[({5-[l-methyl-5-(trifluorome11iyl)-lH-pyrazol-3-yl]-2- 
thienyl} sulf onyl)ainiiio]- 1 ,3 -tliiazol-4-yl} acetate. 
Ethyl (2- { [(4-cyaaophenyl)sxilfonyl]ainino }- 1,3-tihiazol^ 
Ethyl {2-[({5-[2-(methylsiilfanyl)-4-pyrinudinyl]-2-^ 
tiuazol-4-yl } acetate. 

Ethyl (2-{[(3-cyanophenyl)sulfonyl]ainino}-l,3-tiiiazol-4-yl)acetate, 
Ethyl (2-{[(2,4,5-tricM6rophenyl)suIfonyl]ammo}-l,3-thiazol-4-^^^ 
Ethyl [2-({[(E>2-phenylethenyl]sulfonyl}amiiio>l,3-thi^ 
Ethyl (2-{ [(2,3,4-tricMorophenyl)siilfonyl]amino}- l,3-thiazol-4-yl)acetate. 
Ethyl (2-{ [(4-bromo-2,5-difluorophenyl)sulfonyl]ainm 

Ethyl [2-({[4-(tiifluoromethoxy)phenyl]sulfonyl}ainm . 
Ethyl (2-{[(2,3-dicUorophenyl)siilfonyl]ainmo}-l,3-tMaz^ 
Ethyl (2-{[(2-bromopheayl)siilfonyl]ainmo}-l,3-tMazol^ 
Elhyl (2-{[(4,5-dicUoro-2-thienyl)sulfonyl]anuno}-l,3-4i 
Ethyl [2-({[4-(phmylsulf9nyl)-2-thienyl]sulfonyl} 
Ethyl [2-({[5-(phenylsiilfonyl)-2-thienyl]sulfonyl}ain^ 
Ethyl (2-{[(2,6HHcUorophenyl)sulfonyl]aimno}-l,3-tM^^ 
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Ethyl (2-{[(2-cyanophenyl)siilfonyl]ainmo}-l,3-t^ 
Ethyl [2-({ [4-(acetylainino)-3-cUor6phenyl]si3lfon^^ 

Ethyl (2-{ [(5-chloro-l,3-dimethyl- lH-pyrazol-4-yl)sulfonyl]ainino }- 1 ,3-thiazol-4- 
yl)acetate. 

Ethyl (2-{[(3-methoxyphenyl)sulfonyl]ainmo}-l,3-thi^ 

Ethyl (2-{[(4-bromo-5-cUoro-2-fluenyl)sulfonyl]aBimo}-^ 

Ethyl 2-{2-[(l-naphthylsulfonyl)amm6]-l,3-thiazdM-yl}acetate, 

Ethyl (2-{ [(2,5-dicUorophenyl)sulfonyl]ainino}-l,3-tiuazol-^ 

Ethyl [2-({[4-(methylsiiIfonyl)phenyl]sulfonyl}ainm 

Ethyl [2-({ [2-(methylsulfonyl)phenyl]sulfonyl}amino)- 1,3-thiaz^^ 

Ethyl (2-{[(4-bromo-2-fluorophenyl)suKonyl]iainmo} 

Ethyl (2-{ [(2,3,4-trifluoropheayl)sulfonyl]ainino}- l,3-thiazol-4-yl)acetate. 

Ethyl (2-{[(7-chloro-2, l,3-benzoxadiazol-4-yl)sulfonyl]ainino}-l,3-thiazol-4- 

yl)acetate. 

Ethyl (2-{ [(2,4,6-1rifluorophenyl)sulfonyl]aiiiino}-l,3-thiazol-4-yl)acetat 
2-CUoro-5-({[4-(2-ethoxy-2-oxoethyl>l,3-thiazol-2-yl]amino}siil^^ 
fluorobenzoic acid. 

Ethyl (2- { [(5 -cUoro-2-thienyl)sulfonyl]amino } - 1 ,3 -thiazol-4-yl)acetate. 

Ethyl (2-{[(2-cMoro-4-fhiorophenyl)svilfonyl]amin^ 

Ethyl [2-<{[5-(3-isoxazolyl)-2-thienyl]sulfonyl}amino>l,3-^ 

EAyl (2-{[(4-bromo-2-me1hylphenyl)sulfonyl]animo}-13-th^ 

Ethyl (2-{ [(4-pheno3Qrphenyl)sulfonyl]aniino }- l,3-±iazol-4-yl) 

Etihyl (2-{ [(4-cUoro-2,6-dimethylphenyl)suIfonyl]aim^ l,3-thiazol-4-yl)acetate. 

Ethyl [2-({[2-methyM-(trifluoromethoxy)phenyl]sulfonyl}ai^ 

yl]acetate. 

Ethyl [2-({[2,4-bis(trifluoromcthyl)phenyl]sulfonyl}amm 
Ethyl 2-{2-[[(3-cMoro-2-methylphenyl)siilfonyl](methyl)aii^ 
yl}acetate. 

Ethyl oxo(2-{[(4-propylphenyl)siilfonyl]aiiimo}-l,3-thiazol-4-y^^ 
Ethyl (2-{[(3-cUoro-2-methylphenyl)stilfonyl]ammo}-l,3-thi^^ 
Ethyl oxo(2-{[(2,4,6-tricMorophenyl)sulfonyl]ainino}- 1,3-thiazoM^ 
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Ethyl {2-[([l, l'-biphenyl]-4-ylsulfonyl)aimno]-l,3-tMazoM 
Ethyl (2-{[(2,4-dichloro-6-methylphenyl)sxilfo 
yl)(oxo)acetate, 

2-(2-{ [(4-Me1hylphenyl)siilfonyl]amiiio }- l,3-thiazol-4-yl)acetic acid, 
2-(2-{[(2,5-DicUoro-3-thienyl)suIfonyl]ainm acid, 
(2-{[(2-CUoropheiiyl)sulfonyl]amiiio}-l,3-thiazoM^ 

2-(2-{[(3-CMoro-2-me11iylphenyl)siilfonyl]amino}-l,3- acid, 

Isopropyl2-<2-{[(3-cUoro-2-methylphenyl)sulfonyl]amiao}-l^^ 

Phaiyl 2-(2-{ [(3-cUoro-2-methylphenyl)sulfonyl]ain^ 

Methyl (2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-l,3-^^ 

Methyl {2-[([ 1, 1 -biphenyi]-4-ylsulfonyl)aimiio]-5-methyl- l,3-thiazol-4-yl} acetate. 

Methyl (2- { [(4-chlorophenyl)sulfonyl] amino } -5-methyl- 1 ,3 -fhiazx>l-4-yl)acetate. 

Methyl (2-{[(3K:Moro-2-me1iiylphenyl)siilfonyl]ainin 

yl)acetate. 

Methyl [2-({[4-(3-cMoro-2-cyanophenoxy)phenyl]sulfonyl}ainino)-5-^ 
thiazoM-ylJacetate, 

Methyl (5-metiiyl-2-{ [(4-propylpheiiyl)sidfonyl]ainino}-l,3-thia2ol-4-yl)acetate, 
Methyl (5-m(etiiyl-2-{ [(2,4,6-tricMorophenyl)sulfonyl]aiiiino ^ 
Methyl (2-{[(2,4-dicUoro-6-methylphenyl)sulfonyl]aiiiino}-5-^ 
yl)acetate, 

N-(2-Methoxyethyl)-2-(2-{[(4-methylphenyl)sulfonyl]ai^ 
yl)acetamide, 

2-(2-{[(2,5-DicMoro-3-tiuenyl)sidfonyl]amino}-l,3-tHazol-4-yl)-^ 

N-(l,3-Benzodiaxol-5-ylmethyl)-2-{2-[(l-imphthylsulfon^ 

yl}acetaimde, 

N-(2-Fiiiylmethyl)-2-{2-[(l-naphthylsulfonyl)amino^ 

2<2-{ [(2,4-Difluorophenyl)suIfonyl]ainiiio }- l,3-thiazol-4-yl)-N-ethylacetamide, 
N-Isopropyl-2-{2-[(l-naphthylsiilfonyl)airdao]-l,3-thiaz^ 
N-[2-(lH-Ind61-3.yl)ethyl]-2-{2-[(l-naphtbylsulfonyl)amino]^ 
yl}acetaniide, 

N-(Cyclohexylmethyl>2-{2-[(phenylsulfonyl)amino]-l,3-fhi 
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2-(2-{[(3-CMoro-2-me1hylphenyl)sulfonyl]ainm 
meHiylacetamide, 

2-(2-{[(3-CUoro-2-metfaylphenyl)sulfonyl]ai^ 
ethylacetamide, 
5 2-(2-{[(3-CWoro-2-me11iylphenyl)sulfonyl]ainm 
phenylacetamide, 

2K2-{[(4-Cmorophenyl)siilfonyl]a2nmo}-1.3-lMaM^ 
£uiylnLethyl)acetaimde, 

N-Ben2liydiyl-2-(2-{[(4-cMorophenyl)sulfonyl]aii^ l,3-1iiiazol-4-yl)acetamide, 
10 2-(2-{[(4-CM6rophenyl)sulfonyl]amino}-l,3-tiii^ 
furanylmethyl)acetamide. 
Ethyl 4-{[2-(2-{[(4-cUorophenyl)sulfonyl]aii^ 
pipeiidinecarboxylate, 

N-BeiLzliydryl-2-(2-{[(3-cUoro-2-methylphenyl)sulfon^ 
15 yl)acetaniide, 

2-(2-{ [(4-Chlorophenyl)sulfonyl]amiiio } - 1 ,3 -thiazol-4-yl)-N-pheiiylacetamide, 
2-(2-{ [(3 -CUoro~2-mel3iylphenyl)siilfonyl]amino } - l,3-thiazol-4-yl)acetaiiiide, 
2-<2-{[(3-CMoro-2-methylphenyl)sulfonyl]ainmo}-l,^ 
diethylacetamide, 

20 2-{2-[([ l,l'-Biphenyl]-4.ylsulfonyl)amiiio]- 1 ,3 -fhiazol-4-yl}-N,N-diethylacetaimde, 
N,N-diethyl-2-(2-{[(4-propylphenyl)stilfonyl]ainmo}-l,3-thi^ 
2<2-{[(2,4-Dicmoro-6-methylphenyl)sijlfonyl]aiim 
diethylacetamide, 

N,N-dieihyl-2-(2-{[(2,4,6-tricMorophenyl)sulfonyl]amm 
25 yl)acetaniide, 

2-{24([Ur-Biphenyl]^ylsulfonyl)ainino]-l,3-t^ 
diisopropylacetamide, 

N,N-diisopropyl-2-(2-{[(4-propyliHieiiyl)siilfonyl]aii^ 
2-(2-{[(2,4-DicMoro-6-mefliylphenyl)siilfonyl]aW 
30 diisopropylacetamide. 
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N,N-diisopropyl-2-(2-{[(2A6-tricMorophenyl)siilfonyq 
yl)acet:amide, 

2<2-{[(3-CUoro-2-methylphenyl)siilfonyl]ammo}-l,3^^ 
diisopropylacetamide, 

2-(2-{ [(3-ailoro-2-metiiylphenyl)sulfonyl]ain^ 
dipropylacetamide, 

N-beii2yl-2<2-{ [(3-cUoro-2-methylphenyl)sulfo 
methylacetamide, 

N-ben2yl-2<2-{ [(3-cUoro-2-meliiylpheayl)si^^ 
ethylacetamide, 

2-(2-{[(3-CUoro-2-metiiylphenyl)sulfonyl]ammo}-l,3-ti^ 
dimethylacetamide, 

2- (2-{[(3-cMoro-2-metiiylphenyl)sulfonyl]aDadno}-l,3 
methylacetamide, 

3- CUoro-N-{4-[2-(3,4-dihydro-2(lH)-isoquinolinyl)-2-oxoethyl]-l,^ 
methylbenzenesiilfonamide, 

2<2-{[(3-CUoro-2-methylphenyl)sulfonyl]ainino}-l,3-tiuaz^^ 
phenylacetamide, 

2-(2-{ [(3-CWoro-2-methylphenyl)sidfonyl]amino} - 1,^ 
mefhylacetamide, 

2-{2-[(tlJ-Biphenyl>4-ylsulfonyl)ainin 
mefhylacetamide, 

N-ethyl-N-methyl-2-(2-{[(2,4,6-tricUorophenyl)sulfony^^ 
yQacetamide, 

2<2-{[(2,4-DicMoro-6-methylphenyl)sidfonyl]aimn 
methylacetamide, 

N-e11iyl-N-mefhyl-2-(2-{ [(4-propylphenyl)siilfonyl]amino} 
yl)acetamide, 

2-{2-[([l,r-Biphenyl]-4-ylsiilfonyl)amino]-l,3-thiazoM-yl} 
methylacetamide. 
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2-(2-{[(3-CUoro-2-methylphenyl)sulfonyl]aiiiino}-l,3-^ 
metbylacetamide, 

2- (2-{[(3-CMoro-2~metiiylphenyl)siilfonyl]amino}-l,3- 
[(lS)-l-phenyletiiyl]acetamide, 

5 3-CMoro-2-methyl-N-{4-[2-oxo-2-<l-pyn-oUdinyl)e1hy^ 
yl}benzenesulfonamide, 

3- CUoro-2-methyl-N'{4-[2-oxo-2-(l-piperidinyl)efliyl]-l,3-^ 
yl}benzenesulfoiiaxmde, 

N-{4-[2-oxo-2-(l-piperidinyl)e&yl]-l,3-thia2»l-2-yl}[14'-^^ 
10 N-{442-oxo-2-<l-piperidinyl)ethyl]-l,3-tIuazol-2-yl}-4-^^ 

2,4-DicUoro-6-metiiyl-N-{4-[2-oxo-2-(l-piperidmyl)et^^ l,3-thiazol-2- 
yllbenzenesuifonaniide, 

2,4,6-TricUorb-N-{4-[2K)xo-2-(l-piperidmyl)ethyl]-l,3-tMazol-2- 
yl}benzenesiilfonamide, 
15 3-CMoro-2-methyl-N-{4-[2-(4-moipholinyl)-2-oxoethyl]-l,3-^ 
yl}benzenesulfpnamide, 

2,4,6-TricWoro-N-{4-[2-(4-morpholinyl)-2-oxoethyl]- 1,3-thia^^^ 
yl}benzenesiilfonamide, 

2,4-DicMoro-6-me&yl-N-{4-[2-(4-morpholinyl)-2-oxo 

20 yl}benzenesiilfonamide, 

N-{4-[2-(4-moipholinyl)-2-oxoethyl]-l,3-tiriazol-2-yl}[l,l-bi^^ 
N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}-4-propylben2«nesi^^ 
2,4-DicWoro-N-{4-[2-(4-morpholmyl)-2-oxoethyl]-l,3-t^ . 
yljbenzenesulfonamide, 

25 4-adoro-2,6-dimefbyl-N-{4-[2<4-moipholinyl)-2^^ 
yl}ben2;e]iesulfonamide, 

N-{4-[2-(4-morpholinyl>2-oxoethyl]-l,3-tbiazol-2-yl}-^^ 
pheaoxybenzenesulfonainide, 

2-Me11iyl-N-{4-[2-(4-moipholinyl)-2-oxoetbyl]-l,3-tM^^ 
30 (trifluorome1hoxy)beii2;enesiilfonainide. 
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N.{4-[2-(4^moipholmyl)-2-oxoethyl]-l,3-thiazol-2-yl}-2,4- 
bis(tiMuorome1iLyl)beiizenesulfoiiainide, 
4-Bromo-2-me1hyl-N-{4-[2-(4-morpholmyl>2-oxoe^^^ 
yl}benzeiiesulfoiiainide, 
5 H2-Furyl)-N-{4-[2-(4-morpholinyl>2-oxoethyl]-l,^ 
yl}benzenesulfonainide, 

3'-nuoro-6'-metiioxy-N-{4.[2<4-morpholinyl)-2^xoet^^^ 
biphenyl]-4-sulfoiiamide, 

4-(5-Metiiyl-2-tiuenyl)-N-{4-[2.(4-moipholmyl)-^^^ 
10 yl}benzenesiilfonamide, 

3'-Acetyl-N-{4-[2<4-morpholmyl)-2-oxoethyl]-l,3-thiaz^ 
sulfonamide, 

N-{4-[2-(4-Moipholinyl)-2-oxoethyl]-l,3-tiiiaz^^ 
bipheiiyl]-4-siiIfonamide, 
15 3^4'-DicMoro-N-{4-[2-(4-morpholinyl)-2.oxoe1hyl]-l,3-M 
4-sulfonaraide, 

4-(l,3-Benzodioxol-5-yl)-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,^ 
yl}benzenesiLlfonamide, 

4-(5-cMoro-2-lliienyl>N-{4-[2-(4-morpholinyl)-2-oxoethyy^ 
20 yl}benzenesulfonamide, 

N-{4-[2<4-Moipholmyl)-2-oxoethyl]-l,3-t]iiazol-2-^^ 
pyridinyl)benzenesulfonamide, 

N-{4'-[({4-[2.(4.morpholmyl)-2-oxoetiiyl]-l,3-1iu^^ 1'- 
biphenyl]-3-yl} acetamide, 
25 N-{4-[2<4-Moipholinyl>.2-oxoethyl]-l,3-thiazol-^^^ 
tMenyl)benzenesiilfonainide, 

N-{4-[2-(4-Moipholinyl>2-oxoe%l]-l,3-thiazol-2-yl}^-^^^ 
tluenyl)beiizenesiilfonamide, 
4-[({4-[2<4-Moipholmyl>2..oxoethyll-l,3-1id^^ 
30 biphenyl]-4-carboxylic acid. 
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4HMethylsiilfanyl)-N-{4.[2-(4-morpholm^ 
bipheiiyl]-4-siilfonaniide, 
N-{4-[2K4-Morpholmyl)-2-oxoethyl]-l,3-1hiaM^ 
biphenyl]-4-sulfonamide, 
5 4'-adoro-N-{4-[2-(4-moipholinyl)-2-oxoetJiyl]-l,3-fl^ 
sulfonamide, 

N-{4-[2-(4.Moipholinyl)-2-oxoe1iiyl]-l,3-thiazol-2-yl}-^ 
sulfonamide, 

4<l-Benzofui^-2-yl)-N-{4-[2-(4-moipholinyl)-2-o^^^ 

10 yl}benzenesulfonamide, 

N-{4-[2K4-MorphoIinyl>2-oxoethyl]-l,3-fhiazol-2-yl}-4-(l- 

pyrrolidinyl)benzenesidfonamide, 

4<4-Methyl-l-piperidinyl)-N-{4-[2<4-morpholinyl)-2-oxoethyl]-l,3 

yl}benzenesulfonamide, 
15 4-Anilino-N-{4-[2<4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}ben^ 
4-(Benzylamino)-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-tbiazol-2- 

yl}benzenesulfonamide, 

N.{4.[2-(4-Morpholinyl)-2-oxoetJiyl]-l,3-thiazol-2-yl^ 
tfaienylmethyl)amino]benzenesulfonamide, 
20 4-(4-Morpholinyl)-N-{4-[2-(4-morpholinyl)-2-oxoe1hyl]-^ 
yl}beiizeaesulfonamide, 

4-(4-Methyl-l-pipera2anyl)-N-{4-[2-(4-morpholinyl)-2-oxoe 
yl}benzenesulfonamide, 

N.{4-[2-(4-Morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}-4-K^ 
' 25 pyridinylmetilyl)amino]benzenesiilfonamide, 

2,4-DicMoro-6-methyl-N-{5-metiiyl-4-[2-(4-morpliolinyl^ 
yl}benzenesulfonamide, 

N-{5-mefhyl-4-[2<4-moipholmyl)-2-oxoethyl]-l,3-Maz^^^^ 
sulfonamide, 

30 . 2,4,6-tiicWoro-N-{5-me1iLyl-4-[2<4-morpliolinyl)-2-oxoetii^^ 
yllbenzenesulfonamide. 
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3-cUoro-2-metiiyl-N-{5-methyl-4-[2-(4-morphol^ 
yl}beiizeiiesiilfonaixiide, 

3-CMoro-N-(4-{2-[(2R,6S)-2,6-dime%lmoiphol^^ 

2- metiiylbeiizenesulfoiiamide, 

5 3-Cmoro-2-melhyl-N-(4-{2-[(lS,4S>2-oxa-5-azabicyclo[2.2.^ 
oxoethyl}- 1,3 -tliiazol*2-yl)benzenesiilfonaixude, 

3- CMoro-2-metiyl-N-{4-[2-oxo-2<4-tiuomorph6linyl)^^ 
yl}benzeiiesiilfoiiainide, 

N-{4-[2-oxo-2K4-tHomorpholmyl)etfayl]-l,3-1iuazo^ 
10 sulfonamide, 

N-{4-[2-oxo-2-(4Tthiomorpholmyl)ethyl]-l,3-Mazol-2-yl^ 
propylbenzenesulfonaxnide, 

2,4-DicMoro-6-me11iyl-N-{4-[2-oxo-2-(4-lMomorpholinyl)et^^ 
yl}beiizenesidfonainide, 
. 15 2,4,6-TricWoro-N-{4-[2-oxo-2-(4-thiomoipholinyl)ediyl]-l^ 
yl}benzenesxilfonamide, 

N-{4-[2-(l,l-dioxido-4-thiomoipholinyl)-2-oxoethyl]-l,3-tMazo 
propylbenzenesulfonamide, 

Tert-butyl4-[(2-{[(3-chloro-2-mefhylphenyl)siilfon^^ 
20 l-piperaziiiecarboxylate, 

N-{4-[2-(4TAcetyl-l-pipera2inyl>2-oxoetbyl]-l,3-t^ 
methylbenzenesulfonamide, 

3-CWoro-2-methyl-N-{4-[2-(4-methyl-l-piperazinyl)-2-oxoet^^^ 

yl}benzenesulfonamide trifluoroacetate, 
25 3-CUoro-2-me1hyl-N-{4-[2-oxo-2-(.l-piperazinyl)eth^^ 

yl}benzenesiiIPonainide trifluoroacetate, 

2-Methyl.N-{4-[2-(4-metiiyl-l-piperazinyl>2-oxoethyl]- 

(tri£luoromethoxy)benzenesiilfonaiiiide, 

2,4-DicUoro-6-methyl-N-{4-[2-(4-methyl-l-piperazinyl)-^^ 
30 yl}beiizenesulfonainide. 
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2,4-DicMoro-N-{4-[2-(4-me%l-l-piperazanyl)-2-oxoefliyl]-l,3-tM^^ 
yl}benzenesulfoiiaiDide, 
. 3-chloro-N-(4-{2-[(2R)-2,4-dime%lpipera2^^ 
methylbenzenesulfojiainide, 
5 2-(2-{[(3-CMoro-2-methylphenyl)sulfonyl]amino}-l,3-^ 
methylacetamide, 

3- CMoro-2-melJiyl-N-[4-(2-oxopentyl)-l,3-tMazol-2-yq^ 

4- CUoro-N-[4-(2-hydroxyethyl)-l,3-tida2ol-2-yl]beiizenesi^ 
3-CMoro-N-[4-(2-hydroxyethyl)-l,3-1idkizol-2-yl]-2-^ 

10 3-CWoro-N-[4-(3-hydroxypropyl)-l,3-thiazol-2-yl]-2-methyft 
3-CUoro-N-[4-(2-ethoxyetiiyl)-13-thiazol-2-yl]-2-mefhylbe^ 
3-CUoro-N-[4-(2-isopropoxyethyl)-l,3-thiazol-2-yl]-2-methylbeii^ 
N-{4-[2-(beiizyloxy)eliiyl]-l,3-tMazol-2-yl}-3-cUoro-2-met^^ 
3-CUoro-N-[4-(2-methoxyethyl)-l,3-thiazol-2-yl]-2-methylbeiizenes^^ 

15 3-CWoro-N-{4-[2-(2-fluoroethoxy)etiiyl]-l,3-thiazol^^ 
methylbenzenesulfonamide, 

3-CMoro-2-metliyl-N-{4-[2<2,2,2.trifluoroethoxy)ethy^ 
yl}beiizenesiilfonamide, 

3-CWoro-2-me1hyl-N-{4-[2<2-pyridmylsulfanyl)etb^^ 
20 yl}beiizenesulfonamide, 

3-Cmoro-2-methyI-N-{4-[2-(3-pyridinyloxy)ethyl]-l,3-tid^^^ 
yl}benzenesulfoiiairiide. 

Methyl 2-[2-(2-{[(3-cWoro-2-meaylphenyl)sul^^ 
yl)ethoxy]benzoate, 
25. 3-CWoro-N-[5-[(dimethylainino)methyl]-4<2-ethoxye%Q^ 
methylbenzenesulfonaimde, 

2- (2-{[(3-CMoro-2-methylphenyl)suIfonyl]ammo}-l,^ 
methanesulfonate, 

3- (2-{[(3-cMoro-2-metiiylphenyl)siilfonyl]ainin 
30 methaaesulfonate^ 

2-(2-{[(3-CWoro-2-me%lphenyl)sulfonyllaiiiino}-l,3-t^ 
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2-(2-{[(3-adoro-2-me1iiylphenyl)sulfonyl]ainm 

2K2-{[(3-CMoro-2-metJiylphenyl)sulfonyl]amm ^' 
mefliylpropaiioate, 

2<2-{[(3-ailoro-2-metiiylphenyI)siilfonyl]aiim 
5 2-(2-{[(3-cUoro-2-methylphenyl)siilfonyl]aiD^ benzoate, 
2<2-{[(3-CWoro-2-methylphenyl)siilfonyl]ainm 
moipholinecarboxylate, 

2- (2-{[(3-Cmoro-2-methylphenyl)siilfonyl]ainino}-l,^ 

diethylcarbamate, 
10 2-(2-{[(3-CMoro-2-methylphenyl)sulfonyl]ainino}-l,3-M 

ethylcarbamate, 

N-[4-(2-azidoethyl)-l,3-thiazol-2-yi]-3-cMoro-2-melhylbeM^ 
]Sr-[4-(2-ammoetiiyl)-l,3-thiazol-2-yl]-3-chloro-2-meth^ 

3- CMoro-2-me11iyl-N-{4-[2<mefhylamiao)ethyl]-l,3-f^ 

15 yl}benzenesulfonaniide, 

4- CUoro-N-{4-[2-Cdiethylainmo)ethyl]-l,3-tliiazo^^^^ 

hydrochloride, 

3-CMoro-N-{4-[2<diethylamiiio)ethyl]-l,3-thiazol-2-yl}-2- 

methylbeiizeiiesulfoiiaiiude hydrochloride, 
20 3-Chloro-N-{4-[2-(lH-imidazol-l-yl)efhyl]-l,3-thiazoW^^^ 

methylbenzeiiesutfonacnide dihydrate, 

3-CMoro-2-methyl-N-{4-[2-(4-methyl-l-piperazdnyl)ethyl]-l^ 

yI}benzeaesiilfonaniide dihydrochloride, 

3-CWoro-2-methyl-N-{4.[2<4-moipholmyl)ethyl]-l,3-t^ 
25 yl}benzenesulfonainide hydrochloride, 

3-CUoro-2-me&yl-N-[4-(4-morpholinylmethyl)-l,3-1hiazol^^^ 

hydrochloride, 

2,4,6-Trichloro-N-{4-[2-(4-morpholinyl)ethyl]-l,3-thiazol-2-yl^ 
hydrochloride, 

30 2,4-IMcWorO"N-{4-[2-(4-niorpholinyl)e%l]-l,3-1hiazol-2-yl}benzeM 
hydrochloride, 
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2,4-DicUoro-6-methyl-N-{4-[2-(4-morpholinyl)e1hyl]-l,3-t^^ 
' yl}beiizenesiilfonamide hydrochloride, 
N-{4-[2-(4-Moipholmyl)ethyl]- 1,3 -thiazol-2-yl}-4-propylbenzenesii]fonaim 
hydrochloride, 

5 3-CMoro-N-{4-[2-(ethylamino)ethyl]-l,3-fliiazol-2-yl}-2-me1hylbeM^ 
3^Uoro-N-(4-{2-[(2-hydroxyethyl)ainino]elhyl}-l,3-thiaM^ 
methylbenzenesulfoaamide, 

3-CMoro-N<4-{3-[(2-hydroxyediyl)ammo]propyl}-l,3-thia^ 
methylbCTzenesutfonamide hydrochloride hydrate, 
10 N42-(2-{[(3-cMoro-2-mefliylphenyl)sulfonyl]ainmo}-l,3-thi 
ethylacetamide, 

3-ailoro-2-melhyl-N-{4-[2-(3-oxo-4-moipholinyl)ethyl]-l,3-t^ 
yl}benzeiiesulfonamide, 

3-CMoro-N-{4-[2-(2-hydroxy-3-oxo-4-morphoUnyl)ethyl]-l,3-tMazol-^^ 
15 methylbenzenesulfonamide, 

2,4-DicUoro-N-{4-[2-(3-oxo-4-morpholmyl)ethyl]-l,3-thiazol-2- 
yl}benzenesulfonaimde, 

2.4- DicUoro-6-metfiyl-N-{4-[2-(3-oxo-4-morpholLayl)ethyl]-l,3-thia^ 
yl}beiizenesulfoiiainide, 

20 2,4,6.TricMoro-N-{4"[2<3-oxo-4-morpholmyl)e1hyl]-l,3-lMaz^^ 
yl}benzenesulfonamide, 

4.5- DicWord-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-i,3.thiazoU^^ 
thiophenesulfonamide, 

N-{4-[2-(3-Oxo-4-morpholinyl)ethyl]-l,3-thia2ol-2-yl}-4- 
25 phenoxybenzenesulfonainide, 

3-Fluoro-N-{4-[2-(3-oxo-4-morpholinyl)eihyl]-l,3-thiazol-2-yl}beii^ 

N-{4-[2-(3^xo-4-moipholinyl)efhyl]-l,3.thia2X)W^^ 

thiophenesulfonamide, 

N-{2-(Moro-4-[({4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-^ 
30 yl}ainmo)sulfonyl]phenyl}acetainide. 
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3-CMoro-2-mel3iyl-N-{4-[(3-oxo-4-moipholmyl)me 
yl}benzenesulfonamide, 

3-CUoro-2-me11iyl-N-{4-[3-(3-oxo-4-morpholmyl)pro^^^^ 
yljbeiizenesutfonaimde, 
5 3-CUoro-N,2-dime%l-N-{4-[2<3-oxo-4-moiphol^^ 
yiybenzenesulfonaimde, 

3-adoro-2-metiiyl-N-{4-[2-(2-me1hyl-3-oxo-4-mor^^ 
yl}benzenesiilfonainide, 

N-[2-(2-{[(3-CMoro-2-methylphenyl)sulfonyl]amino}-l,3-thi^ 
10 yl)ethyl]acetamide, 

3-CWoro-2-metliyl-N-{4-[2<3-oxo-l,4-oxazepan-4-yl)ethyl]-l,3-thia^ 
yl}benzeiiesulfonamide, 

3-CMoro-2-me11iyl-N-{4-[2-(2-oxo-l-pyrroUdinyl)ethyl]-l,3-tM 
yl}beiizenesulfonamide, 
15 3-CMoro-2-methyl-N-{4-[2-(2-oxo-l-iiiiidazoUdiayl)e%^ 
yl}beiizenesulfoiiainide, 

3-ahloro-2-methyl-N-{4-[2-(2-oxo-l,3-oxazoUdin-3-yl)efhy 
yl}benzenesulfonainide, 

N-[2-(2-{[(3-Cmoro-2-methylpbenyl)sulfonyl]ainino}^ 
20 hydroxyethyl)-2-furamide, 

N-[2<2-{[(3-cMoro-2-methylphenyl)siiIfonyl]ainm 
methylcyclopropanecarboxamide, 

3<:Uoro-2-methyl-N-{4-[2-(4-methyl-2-oxo-l-piperazinyl)et^^ 
yl}benzenesulfonamide hydrochloride, 
25 3-CUoro-2-me1hyl-N-(4-{2-[(methylsulfonyl)aii^ 
yl)benzenesiilfonainide, 

3<:Moro-2-me1hyl-N-(4-{2-[me1hyi(methylsulfonyl)aB^ 
yl)beiizeiiesulfonatnide, 

3-ailoro-2-mefliyl-N-[4-(2-{[(trifluoromethyl)^^ 
30 yl]benzenesulfonamide. 
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3-C3iloro-2-methyl-N-[4-(2-{mediyl[(trifluorome&^^ 
thiazol-2-yl]benzenesiilfoiiamide, 
N-[2<2-{[(3-CWoro-2-methylphenyl)sulfonyl]ainino}-l,^ 
metibyl- lH-iinidazole-4-sulfonainide, 
5 3-CMoro-N<4-{2-[[(3-cMoro-2-me%lphenyl)sulfonyl](me&^^ 
lMazol-2-yl)-2-metlLylbenzenesulfonai^ 
N-[4-(2-bromoethyl)-i,3-thiazol-2-yl]-3-cWoro-2-met^^ 
3-Chloro-N-[4-(2-chloroefliyl)- l,3-ihiazol-2-yl]-2-methylbeiizenesiitfoiiaim 
3-CUoro-2-me&yl-N-{4-[(5-me%l- l,3,4-oxadia2x>l-2-yl)m^ 
10 yl}beiizeaesiilfonamide. 

Ethyl 3-(2-{[(3-chaoro-2-metiiylplienyl)sulfonyl]amino}^ 

Another object of the present invention is a pharmaceutical composition comprising at 
least one compound of the formula (H) as defined above, and a phannaceutically 
15 acceptable carrier. 

The compoxmds according to the present invention may be used in several indications 
which involve ll-p-hydroxysteroid dehydrogetiase type 1 enzyme. Thus the 
compounds according to the present invention may be used against dementia (see 

20 WO97/07789), osteoporosis (see Canalis E 1996, Mechanisms of glucocorticoid action 
in bone: implications to glucocorticoid-induced osteoporosis. Journal of Clinical 
Endocrinology and Metabolism, 81, 3441-3447) and may also be used disorders in the 
immune system (see Franchimont et al, "Inhibition of Thl immune response by 
glucocorticoids: dexamethasone selectively inhibits IL-12-induced Stat 4 

25 phosphorylation in T lymphocytes". The joumal of Immunology 2000, Feb 15, vol 164 
. (4), pages 1768-74) and also in die above listed indications. 

The various terms used, separately and in combinations, in the above definition of the 
compounds having the formula (B^ will be explained. 

30 
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The term "aryr in the present descrq)tion is intended to include aromatic rings 
(monocyclic br bicyclic) having from 6 to 10 ring carbon atoms, such as phenyl (Ph) 
and naphlhyl, which optionally may be substituted by Ci^-alkyl. Exanq)les of 
substituted aiyl groups are benzyl, and 2-methylphenyl. 

5 . 

The tenn *lieteroaryr' means in the present description a monocyclic, bi- or tricyclic 
aromatic ring system (only one ring need to be aromatic) having from 5 to 14, 
preferably 5 to 10 ring atoms such as 5, 6, 7, 8, 9 or 10 ring atoms (mono- or bicyclic), 
in which one or more of the ring atoms are other than carbon, such as nitrog^ sulfur, 

10 oxygen and selenium. Examples of such heteroaryl rings are pyrrole, imidazole, 
thiophene, furan, thiazole, isodiiazole, thiadiazole, oxazole, isoxazole, oxadiazole, 
pyridine, p5a:a2ine, pyiimidine, pyridaziae, pyrazole, triazole, tetrazole, chroman, 
isochroman, quinoline, quinoxaline, isoquinoline, phthalaziae, ciimoline, quinazobne, 
indole, isoindole, indoline, isoindohne, benzothiophene, benzofiiraru isobenzofiiran, 

15 benzoxazole, 2,1,3-benzoxadiazole, benzothiazole, 2,1,3-benzothiazole, 2,1,3- 
benzoselenadiazole, benzimidazole, indazole, benzodipxane, indane, 1,2,3,4- 
tetrahydroquinoline, 3,4-dihydro-2i?-l,4-benzoxazme, 1,5-naphthyridine, 1,8- 
naphthyridine, acridine, fenazine andxanthene. 

20 The term 'heterocyclic" ia the present description is intended to include unsaturated as 
well as partially and frilly saturated mono-, bi- and tricycUc riags having from 4 to 14, 
preferably 4 to 10 ring atoms, such as, for example, the heteroaryl groups mentioned 
above as weU as the corresponding partially saturated or fully saturated heterocyclic 
rings. Exemplary saturated heterocyclic rings are azetidine, pyrrohdine, piperidine, 

25 piperazine, morpholine, thiomorpholine and 1,4-oxazepane. 

C|.5-alkyl in the compound of formula (11) according to the present application, which 
may be straight, branched or cyclic, is preferably Ci^-alkyl. Exemplary alkyl groups 

include methyl, ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, tert-butyl, pentyL, 
30 isppentyl, hexyl, isohexyl, and cyclohexyL 
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Ci^-33ikoxy, in the compomxd of fonnula (II) according to Hie present application may 
be straight or branched, is preferably Ci-4-alkoxy. Exemplary aUcoxy groups include 
methoxy, ethoxy, propo?Qr, isopropoxy, butoxy, sec-butoxy, tert-butoxy, pentylojq^, 
isopentyloxy, hexyloxy, and isohexyloxy. 

Ci-6-acyl, ia the compoimd of formula (II) according to the present application may 
be saturated or unsaturated and is preferably Ci^-acyl. Exemplary acyl groups 
iuclude fonnyl, acetyl, propionyl, butyryl, isobutyryl, valeryl, isovaleryl, butenoyl (e.g. 
3-butenoyl), hexenoyl (e.g. 5-hexenoyl). 

The term 'lialogen" in the present description is intended to include fhiorine, chlorine, 
bromine and iodine. 

The term "suKanyr in the present description means a thio group. 

Wiih the expression mono* or di-substituted is meant in the present description that the 
functionalities in question may be substituted with independentiy H, Ci-6-acyl, Ci-6- 
alkenyl, Ci^-(cyclo)alkyl, aryl, pyridyhnethyl, or heterocyclic rings e.g. azetidine, 
pyrrolidine, piperidine, piperazine, morpholine and thiomorpholine, which 
heterocyclic rings optionally may be substituted with Ci-6-alkyl. 

The term "prodmg forms" in the present description means a pharmacologically 
acceptable derivative, such as an ester or an amide, which derivative is biotransformed 
in the body to form the active drug (see Goodman and Oilman's, The Pharmacological 
basis of Therapeutics, 8*** ed., McGraw-Hill, Int. Ed. 1992, "Biotransformation of 
Drugs, p. 13-15). 

Tharmaceutically acceptable" means in the present description being usefid in 
preparing a pharmaceutical composition that is-generally safe, noa-toxic and neither 
biologically nor otherwise undesirable and includes being useful for veterinary use as 
well as human pharmaceutical use. 
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"Pharmaceutically acceptable salts" mean in tiie present description salts which are 
phaimaceutically acceptable, as defined above, and wfaich possess the desired 
pharmacological activity. Such salts include acid addition salts fomied with organic 

5 and inorganic acids, such as hydrogen chloride, hydrogen bromide, hydrogen iodide, 
sulfuric acid, phosphoric acid, acetic acid, glycolic acid, maleic acid, malonic acid, 
oxalic acid, methanesulfonic acid, triftuoroacetic acid, fumaric acid, succinic acid, 
tartaric acid, citric acid, benzoic acid, ascorbic acid and the like. Base addition salts 
may be formed with organic and inorganic bases, such as sodium, ammonia, 

10 potassium, calcium, ethanolamine, diethanolamine, N-methylglucamine, choline and 
the like. 

Pharinaceutical compositions according to the present invention contain a 
pharmaceutically acceptable carrier together with at least one of the compounds 
15 comprising tiie formula (11) as described herein above, dissolved or dispersed therein 
as an active, antimicrobial, ingredient In a preferred embodiment, the therapeutic 
composition is not immunogenic when administered to a human patient for therapeutic 
purposes, unless that purpose is to induce an inunune response. 

20 The preparation of a pharmacological composition that contains active ingredients 
dissolved or dispersed tiierein is well understood in the art Typically such 
compositions are prepared as sterile injectables either as liquid solutions or 
suspensions, aqueous or non-aqueous, however, sohd forms suitable for solution, or 
suspensions, in liquid prior to use can also be prepared. The preparation can also be 

25 emulsified. 

The active ingredient may be mixed with excipients, which are pharmaceutically - 
acceptable and compatible with the active ingredient and in amounts suitable for use in 
tfie therapeutic methods described herem. Suitable excipients are, for example, water, 
30 saline, dextrose, glycerol, ethanol or the like and combinations thereof. In addition, if 
desired, the composition may contain minor amounts of auxiliary substances such as 
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wetting or emulsid^dng agents, pH buffering agents and the like which enhance the 
effectiveness of the active ingredient Adjuvants may also be present in the 
composition. 

5 Phahnaceutically acceptable carriers are well known la tiie art Ex^plary of liquid 
carriers are sterile aqueous solutions ^lat contain no materials in addition to the active 
ingredients and water, or contain a buffer such as sodium phosphate at physiological 
pH value, physiological saline or both,, such as phosphate-bufiEered saline. Still furdier, 
aqueous carriers can contain more than one buffer salt, as well as salts such as sodium 

10 and potassium chlorides, dextrose, propylene glycol, polyethylene glycol and other 
solutes. 

Liquid compositions can also contain Uquid phases in addition to and to the exclusion 
of water. Exemplary of such additional Uquid phases are glycerine, vegetable oils such 
15 as cottonseed oil, organic esters such as ethyl oleate, and water-oil emulsions. 

• The pharmaceutical composition according to one of the preferred embodiments of tiie 
present invention comprising compounds comprising the formula (IT), may raclude 
pharmaceutically acceptable salts of that component therein as. set out above. 

20 Pharmaceutically acceptable salts include the acid addition salts (formed with the free 
amino groups of the polypeptide) that are formed with inorganic acids such as, for 
example, hydrochloric or phosphoric acids, or such organic acids as acetic acid, 
tartaric acid, mandelic acid and the like. Salts formed with the free carboxyl groups 
can also be derived from inorganic bases such as, for example, sodimn, potassium, 

25 ammonium, calcium or ferric hydroxides, and such organic bases as isopropylamine, 
trimetiiylamine, 2-et2iylaifiino ethanol, histidine, procaine and the like. 

The preparations according to the preferred embodiments may be administered orally, 
topically, intraperitoneally, intraarticidarly, intracranially, intradermally, 
30 intramuscularly, intraocularly, intrathecally, intravenously, subcutaneously. Other 
routes which are known for the skilled person in the art are thinkable. 
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The orally admioistrable compositions according to the present invention may be in 
the form of tablets, capsules, powders, granules, lozenges, liquid or gel preparations, 
such as oral, topical or sterile parenteral solutions or suspensions. Tablets and capsules 
5 for oral administration may be in unit dose presentation form and may contain 
conventional excipients such as binding agents, for example syrup, acacia, gelatin, 
soifoitol, traganath or polyvinyl-pyrrolidone; fillers e.g. lactose, sugar, maize-starch, 
calcium phosphate, sorbitol or glycine; tabletting lubricant e.g. magnesium stearate, 
talc, polyethylene glycol or silica; disintegrants e.g. potato starch, or acceptable 
10 wetting agents such as sodium lauryl sut&te. The tablets may be coated according to 
methods well known in normal pharmaceutical practice. Oral liquid preparations may 
be in the form of e.g. aqueous or oily suspensions, solutions, emulsions, syrups or 
elixirs or may be presented as a dry product for reconstitution with water or other 
suitable vehicle before use. Such liquid preparations may contain conventional 
. 15 additives such as suspending agents, e.g. sorbitol, syrup, methyl cellulose, glucose • 
syrup, gelatin hydrogenated edible fats; emulsifying agents e.g. lecithin, sorbitan 
monooleate or acacia, non-aqueoxi3 vehicles (which may iuclude edible oils), e.g. 
almond oil,^ fractionated coconut oil, oily esters such as glycerine, propylene glycol, or 
ethyl alcohol; preservatives e.g. methyl or propyl p-hydroxybenzoate or sorbic acid, 
20 and if desired conventional flavouring or colouring agents. 

A pharmaceutical composition according to Ifae present invention, may comprise 
typically an amount of at least 0. 1 weight percent of compound comprising the 
formula (II) per weight of total therapeutic composition. A weight percent is a ratio by 
25 weight of total composition. Thus, for example, 0. 1 weight percent is 0.1 grams of 
confound comprising the formula (JI) per 100 grams of total composition. A suitable 
daily oral dose for a mammal, preferably a human being, may vary widely depending 
on the condition of the patient However a dose of compoxmd comprising tiie formula 
(U) of about 0. 1 to 300 mg/kg body weight may be appropriate. 



30 
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The compositions according to the present invention may also be used veterinarily and 
thus they may comprise a veterinarily acceptable excipient or carrier. 

The compomids of the present invention in labelled form, e.g. isotopically labelled, 
5 may be used as a diagnostic agent 

The compounds of the formula (II) above may be prepared by, or in analogy with, 
conventional me&ods, and especially according to or in analogy with the following 
methods. Further, the pharmacology in-vitro was studied using the following reagents 
10 and methods. 

All publications mentioned herein are hereby incorporated by reference. By the 
expression "comprising" we understand including but not limited to. Thus, other non- 
mentioned substances, additives or carders may be present 

15 

The invention will now be described in reference to the following Figures and 
Examples. These Figiu-es and Examples are not to be regarded as Umitiiig the scope of 
' the present invention, but shall only serve in an illustrative manner. 

20 EXPERIMENTAL METHODS 

Scintillation Proximity Assay 

[1, 2(n) - ^H]-cortisone was purchased from Amersham Pharmacia Biotech. Anti- 
25 Cortisol monoclonal mouse antibody, clone 6D6.7 was obtained from Immunotech and 
Scintillation proximity assay (SPA) beads coated wiA monoclonal antimouse 
antibodies were from Amersham Pharmacia Biotech. NADPH, tetrasodium salt was 
from Calbiochem and glucose-6-phosphate (G-6-P) was supphed by Sigma. The 
human 1 l-P-hydroxysteroid dehydrogenase type-1 enzyme (11-p-HSDi) was 
30 expressed in Pichia pastoris. 18-p-glycyrrhetinic acid (GA) was obtained from Sigma. 
The serial dilutions of the compounds were performed on a Tecan Grenesis RSP 150. 
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Compounds to be tested were dissolved in DMSO (1 mM) and diluted in 50 mM Tris- 
HCl, pH 7.2 containing 1 mM EDT A; 

The multipUcation of plates was done on a WallacQuadra. The amount of the product 
[^-Cortisol, bound to the beads was detennined in a Packard, Top Count microplate 
liquid scintillation counter. 

The 1 1-P-HSDi enzyme assay was earned out in 96 well microtiter plates (Packard, 
Optiplate) in a total weU volume of 220 \jL and contained 30 mM Tris-HCl, pH 7.2 
with 1 mM EDT A, a substrate mixture tritiated Cortisone/NADPH (175 nM / 181 
nM), G-6-P (1 mM) and inhibitors in serial dilutions (9 to 0.15 jiM). Reactions were 
initiated by the addition of human 1 l-|3-HSDi, either as Pichia pastoris cell 
homogenate or microsomes prepared from Pichia pastoris (the final amount of 
' enzyme used was varied between 0.057 to 0. 11 mg/mL). FoUowing mixing, the plates 
were shaken for 30 to 45 minutes at room temperature. The reactions were terminated 
with 10 nL 1 mM GA stop solution. Monoclonal mouse antibody was flien added (10 
jjL of 4 pM) followed by 100 nL of SPA beads (suspended according to the 
manufacturers instructions). Appropriate conlrols were set up by omitting the 11-?- 
HSDi to obtain die non-specific binding (NSB) value. 

The plates were covered with plastic filmi and incubated on a shaker for 30 minutes, at 
room temperature, before counting. The amount of [^HJ-cortisol, bound to the beads 
was detennined in a microplate liquid scintillation counter. . 

The calculation of the Kj values for die inhibitors was performed by use of Activity 
Base. The Kj value is calculated from IC50 and the Km value is calculated using the 
Cheng Prushoff equation (with reversible inhibition that foUows die Michaelis-Menten 
equation): = IC5o(l+[S]/K„) [Cheng, Y.C.; Prushoff; W.H. Biochem. Pharmacol. 
1973, 22, 3099-3 108]. The IC50 is measured experimentally in an assay wherein the 
decrease of the turnover of cortisone to Cortisol is dependent on the inhibition potential 
of each substance. The Ki values of the compounds of the present invention for the 1 1- 
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p-HSDl enzyme lie typically between about 10 nM and about 10 pM. Illustxative of 
tbe invention, tbe following Ki values have been determined in tbe human U-^-HSDl 
en2yme assay (see Table 1): 

5 Table 1: Ki values determined in the human 11-3-HSDl enzyme assay. 



Compound of Example ■ 


K|(nM) 


lA 


32 


149A 


51 


15 lA 


21 


179A 


14 


18 lA 


53 


189A 


299 


204A 


91 



COMPOUND PREPARATION 
10 General: 

For preparative straight phase HPLC purification a Phenomenex column (250 x 21. 1 
mm, 10 pm) was used on a Gilson system eluting with etiianol in chloroform (gradient 
from 0 - 10% in 10 min) with a flow of 20 mL/min. Column chromatography was 
performed on silica using Silica gel 60 (230-400 mesh), Merck. Melting points were 

15 determined on a Gallenkamp apparatus. Elemental analyses were recorded using a 
Vario EL instrument HPLC analyses were performed using a Hypersil Elite column 
(150 X 4.6 mm, 3 \i) with a flow of 3 mL / min on a Waters 600E system with 
monitoring at 254 nm. Reverse phase preparative HPLC was carried out on a 100 x 
21.2 ram, 5^ Hypersil Elite column eluting with a gradient of 5% ACN in 95% water 

20 to 95% ACN in 5% water (0.2% TFA buffer) over 10 mins at a flow rate of 20 mL / 
min with the UV detector set at 254 nm. Thin layer chromatography was carried out 
using pre-coated silica gel F-254 plates (fluckness 0.25 mm). Electrospray MS spectra 
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were obtained on a Micromass platform LCMS spectrometer. Crude, worked up 
compomids were purified by flash column chromatography using pre packed silica 
SPE columns (10 g silica) on an Isco Foxy 200 Combifiash system, and a gradient of 
16,67% ethyl acetate in hexane mcreasing incrementally to 100% ethyl acetate. 

5 

List of Abbreviations 

DCM = dichloromethane 
DDEA = N,N-diisopropylethylanune 
10 DMAP == 4-dimethylanainopyriduie 
DME = ethyleneglycol dimethyl ether 
DMF = dimethylf ormamide 
DMSO = dimethyl sulfoxide 

EDCI = l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride 
15 EDTA == ethylenediaminetetraacetic acid 

HCOOH = formic acid 

HOAT = l-hydroxy-7-£izabenzotriazole 

HOBT = l-hydroxybenzotriazole hydrate 

MTBE = tert-butyl methyl ether 
20 TEA = triethylamine 

THE = tetrahydrofuran 

SULFONAMIDE COUPLINGS: 
25 METHOD A: 

1 Eq of the 2-aiDinothiazole was dissolved in pyridine (0.5 M solution). The sulfoi]yl 
chloride (1.2 eq) was added and tiie reaction mixture was stirred at ambient 
temperlature under nitrogen atmosphere for 15 h. The reaction mixture was poured into 
aqueous HCl (1 M). If the product precipitated it was collected on a filter and washed 
30 with aqueous HCl (1 and recrystallised from ethanoL In case an oil was obtained. 
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the crade was extracted with DCM and worked up and purified using standard 
procedures. 

METHOD B: 

A solution of the 2-aminotibdazole derivative (1 eq), triethylamine (2 eq) and DMAP (1 
eq) in DMF (1 M) and DCM (0.225 M) was dispensed into a reaction vial. The 
suMbnyl chloride (1.2 eq) was dissolved in DCM (0.33 M) and added. The reaction 
mixtures were kept at room temperature over night. The mixture was then added to 
petroleum ether (10 times reaction volume). Afla: some hours in refiigerator the 
supematants were decanted and (a portion of) the residual materials were dissolved in 
DMSO-methanol-acetic acid (300 jjL + 500 jiL + 50 jjL) and purified by preparative 
LCMS (acetonitrile-water gradients). The purest fractions were collected and 
lyophilized. Alternatively, the crude was isolated using extractive work-up and 
purified using standard procedures. 

SAPONIFICATIONS: 

METHOD C: 

1 Eq of ttie ester was suspended in 95% ethanol (0. 1 M) and treated with KOH 
(aqueous, 6 eq). Water was added until a clear solution was achieved. The reaction 
mixture was stirred for 2-3 h at ambient temperature. The solvent was removed under 
reduced pressure and the crude was redissolved in water. Addition of cone. HCl until 
pH 2 gave a precipitate which was collected on a filter and washed with cold water and 
dried. 

AMIDE COUPLINGS: 
METHOD D: 

The carboxylic acid ester was dissolved (0.05 M) in a large excess of the amine in 40 
or 70% water-solution. The reaction mixture was stirred at ambient temperature over 
night. The solvent was removed xmder reduced pressure and the crude product was 
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purified by flash column chromatography on silica gel eluting with methanol (0-^6%) 
inDCM. 

MEraOD E: 

5 The caiboxyUc acid was suspended in DCM (0.05M) followed by the addition of 
EDO. (1. 1 eq), triethylamine (3 eq), DMAP (0.5 eq) and the amine of choice (1.2 eq). 
DMF was added when the starting materials did not dissolve properly. The reaction 
mixture was stirred at ambient temperature over ni^t The organic phase was.washed 
with aqueous HCl (1 M), dried over sodium sulfete, filtered and evaporated m vacuo. 

10 The crude product amide was purified by flash column chromatography on silica gel, 
eluting with methanol (l->3-»6%) m DCM or ethyl acetate. 

METHOD F: 

The carboxyhc acid was suspended in DCM (0. 1 M) and cooled to O^C under nitrogen 
15 (g) atmosphere. EDCI (1 eq), HOAT (1 eq) or HOBT (1 eq) was added, followed by 
TEA (2.2 eq). After 10 min, the amine of choice (1.2 eq) was added and the reaction 
mixture was allowed to warm to ambient temperature. After 5 h, the DCM phase was 
washed with aqueous HCl (1 M) and worked up and purified as described in 
METHOD E. 

20 

METHOD G: 

Under N2-atmosphere, aluminium chloride (1 eq) was suspended in DCM (0. 1 M) and 
treated with flie amine of choice (4 eq) at ambient temperature. After 10 min, the alkyl 
ester (1 eq) was added and the reaction mixture was stirred until starting material had 
25 been consumed (TLC). Quenching with saturated aqueous sodium hydrogen- carbonate 
or aqueous HQ (1 M) and extractive workup with ethyl acetate gave the crude 
products which were then purified by flash chromatography on silica gel eluting with 
DCM / methanol mixtures. 



30 FORMATION OF THIAZOLE RING: 
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METHOD H: 

To a solution or suspension of an optionally substituted thiourea in ethanol (0.5 M), 1 
equivalent of a-haloketone was added at room temperature. The reaction mixture was 
stirred in a sealed tube at 95^*0 for 4 h, cooled, concentrated, redissolved in etiiyl 
S acetate, washed with saturated aqueous sodium hydrogen carbonate, dried over sodium 
sulfate and chromatographed on silica gel using petroleum-eliLer and ethyl acetate as 
eluents. 

METHOD I: 

10 To a O.S M solution of ketone (1 eq) and thiourea (2 eq) in ethanol at 60^C, 1 eq of 
iodine was added in one portion. The reaction tube was sealed and the reaction mixture 
was stirred at 100°C for 16 hours. After evaporation of the solvent the residue was 
taken up in DCM, washed with saturated aqueous sodium hydrogen carbonate, dried 
with magnesium sulfate. Products were purified by chromatography on silica gel using 

15 a gradient of petroleum-etiier / ethyl acetate from 8:1 to 2: 1 for elution. 

ACYLATIONS: 
METHOD!: 

20 To a solution of the alcohol in dry pyridine (0.3 M), 1. 1 eq of acid chloride was added 
at 0 °C. The reaction mixture was stirred at room temperature for 6 h, concentrated, 
co-evaporated with acetonitrile, re-dissolved in DCM. washed with aqueous HCl (0,5 
M), dried with sodiiun sulfate and chromatographed on silica gel using petroleum- 
ether and ethyl acetate as eluents. 

25 

CARBAMATES: 
METHOD K: 

To a solution of the alcohol in dry pyridine (0.3 M), 1.5 eq of 4-nitrophenyl 
30 chlorofonnate (0.5 M in dry pyridine) was added at 0*'C.. After tiie reaction mixture 
was stirred at room temperature for 12 h, 5 eq of primary or secondary amine were 
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added at 0°C. The solution was stirred at room temperature for 3 h, concentrated, co- 
evaporated with acetonitrile, re-dissolved in DCM, washed with aqueous HCl (0.5 M) 
and saturated aqueous sodium bicarbonate, dried with sodium sulfate and 
chromatographed on silica gel using DCM and methanol as eluents. 

5 

PALLADIUM COUPLINGS: 
METHOD L: 

INTERMEDIATE 18 (50 mg, 0. 10 mmol) and the boronic acid (0. 15 mmol) were 
10 weighed into reaction tubes together with palladium(II)acetate (2 mg). Dioxane (LO 
mL) was added followed by aqueous potassium carbonate (100, pL, 2 M). The 
mixtures were stirred at 80 °C until the starting material was consumed (2 - 20 hours). 
The solvents were evaporated and the materials were dissolved in acetic acid- 
acetonitrile (400 |jL-600 |iL) and purified by preparative HPLC using acetonitrile- 
15 water gradients containing 0, 1% acetic acid After HPLC analysis the purest fractions 
were collected and lyophilized. 

METHOD M: 

INTERMEDIATE 18 (50 mg, 0.10 mmol), 18-crown-6 (37 mg, 0.14 mmol), (R)-(+)- 
20 2,2'-bis(diphenylphosphino) 1, 1 -binaphthyl (3 .7 mg, 6 pmol), tris(dibenzylidene- 

acetone)dipailadium(0) (1.8 mg, 2 pmol), sodium tertbutoxide (13.5 mg, 0,14 mmol) 
and die amines. (0. 15 mmol) were weighed into reaction tubes under nitrogen 
atmosphere. Dry dioxane (800 ^L) was added and the mixtures were stirred at 80°C 
until the starting material was consumed (2-3 hours). The solvent was evaporated and 
25 the materials were purified by preparative LCMS using acetonitrile-water gradients 
containing 0. 1% acetic acid. After HPLC analysis the purest firactions were collected 
and lyophilized. 



30 



METHOD N: 

INTERMEDIATE 18 (50 mg, 0.10 mmol), (R)-(+)-2,2'-bis(diphenylphosphino)l,r- 
binaphthyl (3.7 mg, 6 tris(dibeiizyUdeneacetone)dipalladium(0) (1.8 mg, 2 
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pmol) and sodium tertbutoxide (29 mg, 0.30 mmol) were weighed into reaction tubes 
under nitrogen atmosphere. The amines (1.0 mmol) were dissolved in dry toluene (300 
IxL) and added. The reaction mixtures were stirred at 80°C over night. The materials 
were purified by preparative LCMS using acetonitrile-water gradients containing 0. 1% 
acetic acid. After HPLC analysis the pxurest fictions were collected and lyophilized. 

SULFONYL CHLORIDES . 

Arylsulfonyl chlorides (for EXAMPLE 40, 77M-77Q, 154A-158A) that were not 
commercially available were prepared firom the aniline derivatives according to 
literature procedures (see for instance: Hoffinan, R. V, (1981) Org. Synth. 60: 121). 

INTERMEDIATES 
INTERMEDIATE 1 

Ethyl {2-[(tert-butoxycarbonyl)aminol*l,3-thiazbM-yl}acetate 
Ethyl 2-amino-4-thiazolylacetate (25.0 g, 134 mmol) was suspended in 75 g of tert- 
butanol. DMAP (1.6 g, 10 mol %) was added at 40°C. Boc-anhydride (32.0 g, 147 
mmol) was added during 30 min. The suspension was stirred for 2.5 h (after 2 h gas 
evolution ceased), the mixture was diluted witii a large amount of water and extracted 
with a toluene-heptane (30/60) mixture. The organic phase was washed with a sodium 
hydrogensulfate solution, dried with magnesium sulfate and the solvent was 
evaporated. The residue was crystallised fi-om methanol (50 mL) and of water (15 
mL), cooled to 0°C and filtered off giving 23.4 g of a white crystals. A second crop of ' 
3.6 g was obtained from the mother liquor (27.0 g, 71 %): MS-Ef" m/z 286; Anal. 
Calcd. (found) for C12H18N2O4S: C 50.3 (50.5) %H 6.3 (6.2) %N 9.8 (9.7) % S 11.2 
(11.2).. 

INTERMEDIATE 2 

tert-Butyl 4-(2-hydroxyethyl)-l,3-thiazol-2-ylcarbamate 

INTERMEDIATE 1 (28,6 g, IQO mmol) was dissolved in dry DME (200 niL) and 

heated to SO'^C. Lithium borohydride (1.76 g, 81 mmol) was added cautiously and die 
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solution was heated to 80°C (reflux). After 2 h, the solution was cooled and acetic acid 
(15 mL) was added cautiously followed by a sodium chloride solution. The organic 
phase was separated and the water solution is extracted three times with ethyl acetate. 
The organic phases are combined and the solvent is evaporated. To destroy the formed 

5 boron complex of the product alcohol, the residue is dissolved iii ethanol (100 mL) and 
ethanolamine (6. 1 g) and refluxed for 30 min. The solvent is evaporated and the 
residue is re-dissolved in toluene and washed with sodium hydrogensulfate solution, 
with sodium chloride solution, with sodium bicarbonate solution, with brine and 
finally dried with magnesium sulfate. Filtration and removal of the solvent gives a 

10 colorless oil in a nearly quantitative yield: MS-EI* m/z 244. 

INTERMEDIATE 3 

tert-Butyl4-{2-[(2-hydroxyethyI)aminolethyI}-l,3-thiazol-2-ylcarbaraate oxalate 
INTERMEDIATE 2 (27.5 g, 98 mmol) was dissolved in toluene (150 mL) and cooled 

15 below 5 °C . TEA (15.Q g, 147 mmol) and mesyl chloride (12.4 g, 125 mmol) were 
added diropvise at < 5°C . After 30 min, ice-water was added and the organic phase 
was washed with sodium hydrogen sulfate solution, water and sodium hydrogen 
carbonate solution, after which it was dried with magnesium sulfate and the solvent 
evaporated [^H NMR (CDCI3) 5 1.50 (s, 9H), 2.87 (s, 3H), 3.13 (t, 2H), 4.43 (t, 2H), 

20 5.26 (s, IH), 6.62 (s, IH)]. The residue was dissolved in ethanolamine (60.4 g, 98 
mmol) and kept at GO'^C for 2 h. The ethanolauune was distilled off at 60°C and 0.5 
torr. Water was added to the residue which was extracted with etiiyl acetate. The 
organic phase was washed with water, dried with sodium sulfate and concentrated to 
dryness. The residual oil was dissolved in elfaanol (100 mL), heated to 50°C, and 

25 treated with oxalic acid (9.0 g) in warm etfaanoL After cooling the product crystallised 
from solution. Ethyl acetate (50 mL) was added and the product was collected on a 
filter and washed with ethyl acetate. This procedure gave 27.8 g (74 %) of white 
crystals. Anal. Calcd. (found) for C12H21N3O3S: C 44.6 (44. 1) % H 6. 1 (5.8) % N 1 1. 1 
(11.1) %S 8.5 (8.4). 

30 
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INrrERMEDIATE4 

tert-Butyl 4-{2-[(chloroacetyI)(2-hydroxyethyl)amino]ethyl}-i;3-thiazoI-2- 
ylcarbamate 

INTERMEDIATE 3 (37.7 g, 100 mmol) was dissolved in THF (50 mL) and water 
5 (100 mL). To that, a solution of calcium chloride dihydrate (16.7 g, 1 10 mmol) in . 
water (15 mL) was added while the pH was kept near neutral with addition of a 
sodium hydroxide solution. The solution was cooled below 10 °C and chloroacetyl 
chloride was added while the pH was kept at 7-9 with addition of a sodium hydroxide 
solution. The reaction was finished (TLC) when less then 2 equivalents of chloroacetyl 
10 chloride had been added. Water and sodium hydrogen sulfate were added and the 
crude product was extracted with ethyl acetate. The organic phase was washed with 
water and the solvent evaporated. The residue was dissolved in toluene and the 
solution was washed with sodium hydrogen carbonate solution, with brine, treated 
with activated carbon and dried with maguesium sulfate. After evaporation of the 
15 solvent 38.5 g (96 %) of an oil remained: NMR (CDCI3) 5 1.50 (s, 9H), 2.84 (t. 
2H), 3.36 (t, 2H), 3.56 (t, 2H), 3.61 (t. 2H), 4.28 (br s, 2H), 6.73 (s, IH). 

INTERMEDIATE 5 

tert-Butyl 4*[2-(3-oxo-4-morpholinyI)ethyI]-l,3-thiazoI-2-yIcarbamate 
20 AsolutionofIhrreRMEDLATE4(8.2g,22.5mmol)inTHF(3^ 

aqueous potassium hydroxide (3.6 g, 0.6 mol in 3.6 mL water) while keeping the 
temperature at 20-25 °C wifli an ice bath. After 20 min, acetic acid was added and the 
THF was evaporated, die residue was extracted with toluene and washed with sodium 
hydrogen sulfate and sodium hydrogen carbonate solution. The organic phase was 
25 dried with magnesiimi sulfate and the solvent evaporated. The product which 

crystallised in the flask was recrystallised from MTBE yielding 4.2 g (57 %) of a white 
soUd: NMR (CDCI3) 6 1.52 (s, 9H), 2.96 (t, 2H), 3.18 (t, 2H), 3.66 (t, 2H). 3.75 (t, 
2H), 4.12 (s,2H), 6.57 (s, IH). 

30 INTERMEDIATE 6 

4-[2-(2-Amino-l^-thiazol-4-yl)ethyl]-3-inorpholinone 
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The title compound was prepared by stirring INTERMEDIATE 5 (145 mg, 0.44 
mmol) in DCM and trifluorbacetic acid (1: 1 ; 5 mL) for 40 min. After removal of the 
solvent and drying in vacuum at 50 °C for 18 h, 105 mg of material was isolated. Part 
of this material (55 mg) was dissolved in DCM (7 mL) and washed with aqueous 
5 sodium hydroxide (2 M, 1.5 mL), dried over magnesium sul&te and the solvent was 
removed A white soUd was isolated (27 mg, 95% pure by HPLC): NMR (CDCI3) 5 
8.70 (s, 1 H), 6.27 (s, 1 H), 3.95 (s, 2 H), 3.90 (t, 2 H), 3.75 (t, 2 H), 3.43 (t, 2 H). 2.9 
(t, 2 H); LCMS (pos) m/z 228.2. 

10 INTERMEDL\TE 7 

tert-Butyl (3R)-3-methyl-l-piperazinecarboxylate 

R-(->2-Methylpiperazine (1.00 g, 10 nunol) was dissolved in 50% aqueous methanol 
(5 mL). Acetic acid (0.57 mL; 10 mmol) was added and the solution was cooled in ice. 
Di-terf^butyldicaibpnate (2. 18 g, 10 mmol) dissolved in medianol (5 mL) was added 

15 slowly. The mbctuFe was allowed to reach room temperature and left for 0.5 h after the 
gas evolution had ceased. The mixture was concentrated in vacuum and a small 
amount (0.1 g) of precipitate was filtered off Aqueous potassium carbonate (10 mL, 1 
M) was added to the filtrate and the solution was extracted with ethyl acetate (2 x 20 
mL). The organic phase was washed with brine, dried (Magnesium sulfate), filtered 

20 and evaporated to give 1.68 g (84%) product as a white solid: NMR (CDCI3) 5 3.88 
(bs, 2H), 2.89 (m, IH), 2.4-2.8 (m, 3H), 2.3 (m, IH), 1.62 (IH), 1.41 (s, 9H), 1.0 (d, 
3H). 

INTERMEDIATE 8 

25 2-(2-Amino-l,3-thiazoI-4-yl)-N-ethyl-N-methylacetamide 

This compound was prepared firom 2-amin6-4-thiazoleacetic acid (3.48 g, 22 mmol), . 
EDCI (4.37 g, 22.8 mmol), DMAP (270 mg, 2.2 mmol) and N-ethylmetiiylamine (1.99 
mL, 23.2 mmol) in DMF (30 mL). The resulting solution was left overnight at room 
temperature. DMF was removed in vacuo and the residue purified by flash 

30 chromatrography on silica gel using 2% and 5% methanol/ethyl acetate as eluent. This 
procedure yielded 2.09 g (40%) of die title compound: NMR (CDCI3) 5 6.28, 6.30 
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(IH), 5.06 (bs, IH), 3.60, 3.61 (2H), 3.41 (m, 2H), 3.0, 2.92 (s, 3H), 1.11 (q, 3H). MS 
m m/z 200.2. 

INTERMEDIATE 9 
3 2-(2-Amino-l^-thiazol-4-yl)-N-isopropyl-N-inethyIacetainide 

This compound was prepared as described for INTERMEDIATE 8, using N-metiiyl- 
N-isopropylamine. Yield 0.87 g, 19%: *H NMR (CDCla) 5 6.24 (s, IH). 4.88, 4.20 (m. 
11^, 3.64. 3.58 (s. 2H). 2.82. 2.77 (s. 3H), 1.08 (t, 6H). MS-ES (pes) m/z 214.2. 

10 INTERMEDIATE 10 

4-[2-(4-Morpholinyl)-2-oxoethyl]-l^-thiazol-2-amine 

This compound was prepared as described for INTERMEDIATE 8, using morpholine. 
DMF was distilled off in vacuum and methanol (10 mL) was added to the residue. The 
mixture was centrifiigated and the supernatant separated. The solid was stirred with 
15 methanol {20 mL) and diethyl ether (20 mL). The mixture was centrifugated and the 
soUd dried in vacuum. Yield 3.19 g, 64%: 'HNMR(CDa3) 5 6.28 (s, IH), 5.19 (bs, 
3H), 3.5-3.7 (m, lOH). MS-ES (pos) m/z 228.0. 

INTERMEDIATE 11 
20 2-(2-Ainino-l,3-thiazol-4-yl)-N,N-diethylacetamide 

This compound was prepared as described for INTERMEDIATE 8, using N,N- 
dielhylamine. DMF was distilled off and the residue was reciystallized from methanol 
Yield 1.87 g. 40 %: *H NMR (DMSO) 5 6.85 (bs, 2H), 6.17 (s, IH), 3.41 (s. 2H). 3.34 
(q, 2H), 3.23 (q, 2H), 1.04 (t, 3H), 0.92 (t, 3H). MS-ES (pos) m/z 214.2. 

.25 

INTERMEDIATE' 12 
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4-(2-Oxo-2-(4-thiomorpholinyl)ethyl]-l,3-thiazoI-2-amine 
This compound was prepared as described for INTERMEDIATE 8, using 
thiomorpholine. Yield 2.57 g, 48%: ^HNMR (CDCI3) 5 6.28 (s, IH), 5.25 (bs), 3.7-3- 
95 (m, 4H), 2.4-2.65 (m, 4H). MS-ES (pos) m/z 244.2. 

INTERMEDIATE 13 

4-i2-Oxo-2-(l-piperidinyl)ethyIl-l,3-thiazol-2-amine 

This compound was prepared as described for INTERMEDIATE 8, using piperidine. 
Yield 3.47 g, 70%. NMR (CDCI3) S 6.26 (s, IH), 5,25 (bs, 2H). 3.62 (s, 2H), 3.55 
(t, 2H), 3.42 (m, 2H), 1.4-1.66 (6H). MS-ES (pos) m/z 226.2. 

INTERMEDIATE 14 

2-(2-Amino-l,3^thiazol-4-yI)-N^-diisopropyIacetamide 
This compound was prepared as described for INTERMEDIATE 8, using N,N- 
diisopropylamine. Yield 1.40 g , 26 %: ^HNMR (CDCI3) 5 6.25 (s, IH), 5.20 (bs, 2H), 
4.01 (m, IH), 3.58 (s, 2H), 3.39 (m, IH), 1.39 (d, 6H), 1.11 (d, 6H). MS-Er m/z 241. 

INTERMEDIATE 15 

2-(2-Amino-l,3-thiazDM-yl)-N9N-dipropyIacetamide 

This compoimd was prepared as described for INTERMEDIATE 8, using N,N- 
dipropylamine. Yield 346 mg, 65%: 'HNMR(CDCl3) 5 6.29 (s, IH), 5.16 (bs, 2H), 
3.61 (s,.2H), 3.25 (m, 4H), 1.56 (m, 4H), 0.88 (m, 6H). MS-ES (pos) m/z 242.0. 

INTERMEDIATE 16 

5-methyl-4-[2-(4-morpholinyl)-2-oxoethyI]-l,3-thiazol-2-ylamine 
A suspension of alumiumchloride (0.86 g, 6.44 mmol) in DCM (50 mL) was treated 
dropwise with morpholine (4.7 mL, 53.7 mmol) giving a colorless solution. Methyl (2- 
amino-5-methyH,3-thiazol-4-yl)acetate (1.0 g, 5.37 mmol) was added (orange 
solution) and after 1 h, the reaction mixture was quenched witid aqueous citric acid 
(3%, 10 mL) and basified with saturated aqueous sodium bicarbonate. Extraction with 
DCM (3 X 50 mL), drying (sodiimi sulfate) of the combined organic layers and 
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evaporation of the volatiles gave 0.70 g of a yellow foam. Purification of the solid by 
flash column chromatography on silicagel eluting with DCM/methanol (10/1 v/v) gave 
545 mg (42%) of an ivory soUd: Anal. Calcd (found) for C10H15N3O2S: C 49.7 (49.5) 
% H 6.3 (6.3) % N 17.4 (17.3) % S 13.3 (13.3), 

INTERMEDIATE 17 

4-[2-(4-morpholinyI)ethyI]-l93*-thiazol-2"amine 

To INTERMEDIATE 2 (2.12 g, 8.68 mmol) dissolved in pyridine (20 mL) was added 
methane sulfonyl chloride (1.49 g, 13.02 mmol) at 0 °C. The mixture was stirred at 0 
°C for 4 h and was tfien poured into a mixture of ice (37 g) and cone. HCl (29 mL). 
Extraction with elhyl acetate followed by evaporation of the solvent gave 2.83 g crade 
mesylate. The crude product was dissolved in ethanol (15 mL) and morpholtne (3.02 g, 
34.71 mmol) wais added. After 3 h at reflux, all mesylate was converted to amine and 
the Boc-group was removed by adding cone. HCl (10 mL). The deprotection was 
going on for 6 h at 50 °C and tihe solvent was evaporated. The crade material was 
purified by reversed phase flash chromatography on LiChroprep RP-18. The product 
was gradient eluted with (acetonitrile in H2O / 0.4 % cone. HCl). Pure fi-actions were 
pooled and the solvent volimie was reduced by evaporation to approximately 50 %. 11 
M NaOH was added until the product solidified. The solid was filtered off and washed 
by water giving (1.04 g, 4.89 mmol, 56 %): NMR (CD3OD) 8 2.50 (m, 4H), 2.53 
(m. 4H), 3.54 (t, 4H), 6.19 (s, IH); MS (lonspray, [M+H]^ m/z 213. Anal. Calcd. 
(found) for C9H15N3OS: C 50.7 (50.5) % H 7. 1 (7.3) % N 19.7 (19.8) %. 

INTERMEDIATE 18 

4-Iodo-N-{4-[2-(4-morphoIinyl)-2-oxoethyl]-l,3-thiazoI-2-yl}benzenesulfonamide, 
The title compound was prepared essentially according tp METHOD B from 
INTERMEDIATE 10 and pipsyl chloride. The product was purified by dissolving the 
impurities in hot ethanol. Yield 6.39 g, 59 %: NMR (DMSO) 5 7.91 (d, 2H), 7.55 
(d, 2H), 6.52 (s, IH), 3.54 (s, 2H), 3.4-3.6 (m). MS-ES (neg) m/z 492.3. 



INTERMEDIATE 19 
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4-(ChIoroniethyl)-ly3-thiazoK2-yIainine hydrochloride 

A solution of 1,3-dichloroacetone (25.4 g, 200 mmol) in acetone (100 mL) was stiired 
while a solution of tibiourea (15.2 g, 200 mmol) in acetone (500 mL) was dropped in at 
a fairly rapid rate. A clear oil began to separate when die addition was about one 

5 quarter complete. The mixture stood over night during which time the oil solidified to 
a mass of white crystals. After decantation of die acetone, the solid was stirred with 
EtOH (200 mL). Insoluble material was filtered off and to die solution was 
petroleumedxer added. The product separated as an oil which solidified (18 g, 49 %): 
MS (lonspray, [M+H]"^) m/z 148. Anal. Calcd. (found) for C4H5CIN2S ■ 1 HCl: C 26.0 

10 (26.0)%H3.3 (3.2)%N 15.1 (15.1)%. 

INTERMEDIATE 20 

2-{[(2-Amino-l,3-thiazol-4-yI)methyI]amino}ethanol dihydrochloride 

INTERMEDIATE 19 (1.00 g, 5.40 mmol) was added to 2-ethanolamine (8,28 g, 135 
15 mmol) in portions and the mixture was stirred at room temperature over night. Most of 
the ethauolamine was evaporated on rotavapor at 100 °C and the residue was flash 
chromatographed on RP silica geleluting with 5 % acetonitrile in H2O / 1 % cone. HCl 
giving 790 mg (59 %) of an oil. ^HNMR (DMSO) 5 2.62 (t, 2H), 3.46 (t, 2H), 6.28 (s, 
IH), 6.81 (br s, IH); MS (lonspray, [M+H]*) m/z 174. 

20 

INTERMEDIATE 21 

4-[(2-Amino-l,3-thiazoI-4-yl)methyIl-3-morpholinone 

To a solution of INTERMEDIATE 20 (350 mg, 1,42 mmol) in H2O (3 mL) / THF (1.5 
mL) was chloroacetyl chloride (400 mg, 3.55 mmol) in THF (3 mL) dropwise added 

25 under a period of 20 min. The temperature was kept at 8 °C and aqueous KOH (2 M ) 
was added continuously to adjust the pH to around 6-8. Aqueous KOH (6 M, 1.2 mL, 
7.2 mmol) was added and the mixture was stirred at room temperature for 20 min. The 
pH was adjusted to 8 and the mixture was extracted widi ethyl acetate. The organic 
phase was separated and the solvent was evaporated giving a solid. The solid was 

30 boiled in ethyl acetate and was then filtered off (160 mg, 53 %): *H NMR (DMSO) 5 
3.32 (t, 2H), 3.81 (t, 2H), 4.03 (s, 2H), 4.32 (s, 2H), 6.31 (s, IH), 6.81 (brs, IH); MS 
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aonspray, [M+H]^ m/z 213. Anal. Calcd (found) for CgHuNaOsS: C 45. 1 (44.9) % H 
5.2 (5,4) % N 19.7 (19. 1) %. 

INTERMEDIATE 22 

Tert-butyl 4-[2-(3-oxo-l,4-oxazepan-4-yl)ethyI]-l,3-thiazol-2-ylcarbamate 
The tide compound was essentially prepared according to the synthetic route outlined 
for INTERMEDIATE 5, startmg from INTERMEDIATE 2 and using 3-amino-l- 
propanol instead of 2-aminoethanol. The product was obtained as an oil (0.133 g, 86 
%) after the last step: NMR (DMS0-d6) 5 11.37 (s, 1 H), 6.78 (s, 1 H), 4.08 (s, 2 
H), 3.72 (t, 2 H), 3.55 (t, 2 H), 3.42 (m, 2 H), 2.72 (t, 2 H), 1.72 (m, 2 H), 1.47 (s, 9 
H); HRMS calcd (found) for C15H23N3O4S m/z 341,1409 (341.1399). 

INTERMEDIATE 23 

Methyl 2-[2-(2-ammo-l,3-thiazol-4-yI)ethoxy]benzoate 

Ethyl 2-aminothiazole-4-acetate (93 1 mg, 5.0 mmol) was dissolved in DCM (10 mL) 
and TEA (0.765 mL, 5.5 mmol). Trityl chloride (1.53 g, 5.5 mmol) was added in 
portions. The mixture was left overnight at room temp, and filtered. The filtrate was 
evaporated and the product purified by flash-chromatography on silica gel using 20% 
ethyl acetate / toluene as eluent: NMR (CDCI3) S 7.2-7.4 (m), 6.6 (s, IH), 6. 15 (s, 
IH), 4,2 (q, 2H), 3.5 (s, 2H), 1.3 (t, 3H). A solution of the tritylated ethylester (5 
mmol) in THF (18 mL) was added to litfaiiun aluminiumborohydride (1.00 g, 26 
mmol) in THF (100 mL) under cooling in ice. The mixture was stirred overnight at 
room temperature and then cooled in ice. Aqueous sodium hydroxide (10%, 15 mL) 
was added carefully. The solution was separated from the precipitate. The precipitate 
was washed with THF and ethyl acetate. The combined solutions were evaporated and 
the residue dissolved in ethyl acetate (80 mL) and washed with brine. Evaporation and 
chromatography on silica gel with 20% and 50% ethyl acetate in toluene gave 1.22 g 
product, 63% yield: ^H NMR (CDCI3) 5 7.2-7.4 (m), 6.4 (s, IH), 6.0 (s, IH), 3.75 (t, 
2H), 2.7 (t, 2H). This material (386 mg, 1.0 mmol), methyl salicylate (183 mg, 1.2 
mmol) and triphenylphosphine (314 mg, 1.2 mmol) were dissolved in THF (5 mL). 
iV;iV,JV' iST-tetramethylazo-dicarboxamide (206 mg, 1.2 mmol) was added and the 
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solution was left overnight The mixture was filtered and flie filtrate was purified by 
fiash-chromatography on silica gel using toluene and ethyl acetate / toluene as eluent. 
Yield 418 mg, 80 %: *H NMR (CDCI3) 5 7.74 (d, IH), 7.4 (m, IH), 7. 18-7.38 (m), 
6.95 (m, 2H), 6.5 (s, IH), 6.15 (s, IH). 4.2 (q, 2H), 3.8 (s, 3H), 3.0 (t, 2H). MS-ES 

5 (pos) m/z 521.2. Methyl 2-{2.[2-(tritylamino)-l,3-thiazol-4-yl]eflioxy}benzoate (343 
mg, 0.656 mmol) was mixed with methanol: cone. HQ 9: 1 (50 mL) and heated to 60 
°C for 24 h. The mixture was concentrated to 10 mL, filtered and the filtrate was made 
alkaline with aqueous sodium carbonate (1 M). The solution was extracted with 
chloroform. Evaporation gave a product that was purified by fiash-chromatography on 

10 silica gel using 0-2% metlianol / DCM as eluent Yield 128 mg, 70 % (partially 

ciystalline): NMR (CDCI3) 5 7.75 (d, IH), 7.42 (t, IH), 6.96 (m, 2H), 6.35 (s, IH), 
4.29 (t. 2H), 3.85 (s, 3H), 3.05 (t, 2H). MS-ES (pos) m/z 279.3. 

KNOWN EXAMPLES 

15 

The compounds of these Examples are all commercially available and could e g be 
purchased from Kalamazoo. 

lA Ethyl (2-{[(2,4-dicMoro-5-methylphenyl)sulfonyl]aimno}-l,3-thiazol-4-yl)acetate 
20 2A Ethyl (2-{[(4-cUorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 

3A Ethyl (2-{[(4-cWoro-2,5-dimethylphenyl)sulfonyl]ainmo}-l,3-1hiazol-4-yl)a^ 
4A Ethyl (2-{[(2,4-difluor6phenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
15A Ethyl (2-{[(3-mtrophenyl)sulfonyllamino}-l,3-thia2ol-4-yl)acetate 
20A Ethyl {2-[(phenylsulfonyl)amino]-l,3-thiazol-4-yl}acetate 
25 . 

NOVEL EXAMPLES 

The following specific compounds were synthesized. The commercially available 
compounds thus only form embodiments, as indicated earlier in the description, as 
30 pharmaceutical preparations and use of said compoimds as set out in the appended set 
of claims. 
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EXAMPLE 5 A 

Ethyl 2-(2-(((4-methyIphenyl)sulfonyI)amino)-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl 2-ammo-4-thiazolylacetate and 4- 
methylbenzenesulfonyl chloride according to METHOD A, giving 0.36 g (66%) of a 
pink solid; mp 173 °C; MS (lonspray, [M+H]') m/z 341. 

EXAMPLE 6A 

Ethyl 2-(2-{[(2,5-dichloro-3-thienyl)sulfonyIlamino}-l,3-thiazol-4-yl)acetate 
The tide compomid was prepared from ethyl 2-amino-4-thia2olylacetate and 2,5- 
dichloro-3-thienyl)sulfonyl chloride according to METHOD A, giving 0.44 g (70%) of 
a red solid: MS (lonspray, [M+H]^ m/z 400; Anal. Calcd (fomid) for 
C11H10CI2N2O4S3 • 0.7 HCl: C 3 1.0 (3 1.0)%, H 2.2 (2.2)%, N 6.6 (6.8)%. 

EXAMPLE 7A 

Ethyl (2-{[(2-chlorophenyl)sulfonyllamino}-l,3-thiazol-4-yI)acetate 

The title compound was prepared from etiiyl 2-amino-4-diiazolylacetate and 2- 
chlorobenzenesulfonyl chloride according to METHOD A, giving 0.65 g (22%) of a 
pink solid after recrystallization from methanol: MS (lonspray, [M+H]^ m/z 361; 
Anal. Calcd (found) for C13H13CIN2O4S2: C 43.3 (43.2)%, H 3.6 (3.5)%, N 7.8 (7.6)%. 

EXAMPLE 8A 

Ethyl 2-(2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yI)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3-chloro- 
2-metfaylbenzenesulfonyl chloride according to METHOD A at 30°C, using a Quest 
210 apparatus. This procedure gave 2.05 g (34%) of an off-white solid: mp 154 °C; 
MS (lonspray, [M+H]"^ m/z 375; Anal. Calcd (found) for C14H15CIN2O4S2: C 44.9 
(45.0)%, H 4.0 (3.7)%, N 7.5 (7.1)%. 

EXAMPLE lOA 

Ethyl 2-{2-(([l,l'.biphenyll-4-yIsuifonyI)aminol-l,3-thia2ol-4-yI}acetate 
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The title compound was prepared jfrom ethyl 2-ainino-4-thiazolylacetate and 1,1'- 
biphenylsulfonyl chloride according to METHOD A, usiag a Quest 210 apparatus and 
at 30 °C, giving 0.99 g (23%) of an off-white soUd: mp 1 82 °C; MS (lonspray, 
[M+Hl*) m/z 403; Anal. Calcd (found) for CisHisNzOaSz • 0.1 H2O: C 56.4 (56.6)%, H 
5 4.5 (4.3)%, N 6.9 (6.3)%. 

EXAMPLE 12A 

Ethyl 2-(2-{[(3-broinophenyl)sulfonyllamino}-l^-thiazol-4-y!)acetate 
The title compoimd was prepared from ediyl 2-amj&o-4-tibiazolylacetate and 3- 
10 bromobenzenesulfonyl chloride according to METHOD A, using a Quest 210 
apparatus and at SO^C, giving 1.16 g (27%) of an o£F-white solid: mp 155 "C; MS 
(lonspray, [M+H]'^ m/z 405; Anal. Calcd (found) for Ci3Hi3BrN204S2: C 38.5 
(38.4)%, H 3.2 (3.0)%, N 6.9 (6.6)%. 

15 EXAMPLE 13A 

Ethyl (2-{[(4-nitrophenyl)suIfonyl]amino}-l,3-thiazoI-4-yI)acetate 
The title compound was prepared from ethyl 2-aimno-4-thiazolylacetate and 4- 
nitrobenzenesulfonyl chloride according to METHOD A, giving 8.66 g (46%) of 
product: MS (lonspray,. [M+H]*) m/z 372; Anal. Calcd. (found) for Ci3Hi3N306S2: C 

20 42.0 (42.5) % H 3.5 (3.3) % N 1 1.3 (1 1.4) % 

EXAMPLE 14A 

Ethyl (2-{[(4-methoxyphenyi)sulfonyl]amlno}-l^-thiazol-4-yl)acetate 
The title compound was pirepared from ethyl 2-aniino-4-thiazolylacetate and 4- 
25 methoxybenzenesulfonyi chloride accordiog to METHOD A, giving 9.83 g (55%) of 
pure material: MS (lonispray, [M+H]*) m/z 356; Anal. Calcd. (found) for 
C14H16N2OSS2: C 47.2 (47. 1) % H 4.5 (4.5) % N 7.9 (7.8) %. 

EXAMPLE 16A 

30 Ethyl (2-{[(3-methylphenyl)sulfonyl]amiiio}-l^-thiazol-4-yl)acetate 
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The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3- 
methylhenzenesulfonyl chloride according to METHOD A, giving 0.51 g (75%) of a 
pink powder: MS (electrospray, [M-H]") m/z 339.2. 

5 EXAMPLE 17A 

Ethyl (2-{[(3-chIorophenyl)sulfonyI]amino}-l,3-thiazol-4-yl)acetate 
The title compomid was prepared from ethyl 2-amino-4-thiazolylacetate and 3- 
chlorohenzenesidfonyl chloride according to METHOD A, giving 0.47 g (65%) of a 
pink powder MS (electrospray, [M-H]") m/z 359.1. 

10 

EXAMPLE 18A 

Ethyl (2-{[(4-fluorophenyl)5ulfonyI]amino}-l,3-thlazol-4-yl)acetate 
The title compound was prepared from ethyl 2-ainino-4-fliiazolylacetate and 4- 
fluorobenzenesulfonyl chloride according to METHOD A, giving 0.29 g (42%) of a 
15 pink powder: MS (electrospray, [M-H]*) m/z 343. 1 

EXAMPLE 19A 

Ethyl (2-{[(3-fluorophenyl)sulfonyllamino}-l,3-thiazol-4-yl)acetate 
The title compoimd was prepared from ethyl 2-ainino-4-thia2olylacetate and 3- 
20 fluorobenzenesulfonyl chloride according to METHOD A, giving 0.55 g (80%) of a 
pink powder: MS (electrospray, [M-H]") m/z 343. 1 

EXAMPLE 21 A 

Ethyl (2-{[(4-isopropylphenyl)5ulfonyl]amino}-l,3-thiazol-4-yI)acetate 
25 The tide compomid was prepared from ethyl 2-amino-4-tfaiazolylacetate and 4- 

isopropylbenzenesvdfonyl chloride according to METHOD A, giving 0.57 g (78%) of 
. a pink powder: MS (electrospray, [M-H]^ m/z 367.2. 



EXAMPLE 22A 
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Ethyl [2-({[3-({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 
yI]ainino}carbonyl)phenyI]suIfonyl}ainino)-l,3-thiazoI-4-yl]acetate 
Synthetic METHOD A was undertaken using ethyl-2-amino-4-thiazoleacetate (0.37 g, 
2 nunol), 3-carboxylphenylsulphonyl chloride (0.49 g, 2.2 mmol), and pyridine (10 
5 mL). Purificatioa gave the title compound as a cream powder (52 mg, 7%): MS 
(electrospray, [M-HD m/z 537.2. 

EXAMPLE 23 A 

Ethyl [2.({[4-({[4-(2.ethoxy-2-oxocthyl)-l^-thiazol-2- 
10 yllamino}carbonyl)phenyl]suIfony!}amino)-l^-thiazol-4-yllacetate 

Synthetic METHOD A was undertaken using ethyl-2-amino-4-tiiiazoleacetate (0.37 g, 
2 mmol), 4-caiboxylphenylsulphonyl chloride (0.49 g, 2.2 mmol), and pyridine (10 
mL), Purification gave the title compound as a cream powder (44 mg, 6%): MS 
(electrospray, [M-Hl') m/z 537.2. 

15 

EXAMPLE 24A 

Ethyl (2-{[(2-methyIphenyl)sulfonyI]amino}-l,3-thiazoI-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4~thiazolylacetate and 2- 
methylbenzenesulfonyl chloride according to METHOD A, giving 0.22 g (32%) of a 
20 pink powder: NMR (CDCI3) 5: 1.3 (3H, t), 2.5 (3H, s), 3.9 (2H, s), 4.2 (2H, q), 6.4 
(IH, s), 7.8-7.2 (3H, m), 8. 1 (IH, t). 

EXAMPLE 25 A 

Ethyl [2-({[2-(trifluoromethyl)ph6nyl]sulfdnyl}amino)-^l,3-thlazol-4-yl]acetate 
25 The title compoimd was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
trifluoromethylbenzenesulfonyl. chloride according to METHOD A, giving 0.13 g 
(3 1%) of a red solid after reciystallization from acetone / ether / petroleum ether: mp 
171 «C; MS (lonspray, [M+H]^ m/z 395; Anal. Calcd (found) for Ci4Hi3F3N204S2: C 
42.6 (43.0)%, H 3.3 (2.9)%, N 7.1 (6.9)%. 

30 

EXAMPLE 26 A 



i 
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Ethyl [2-({[3-(trifluoromethyl)phenyl]sulfonyI}amino)-l,3-thiazoI-4-yl]acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3- 
trifhioromethylbenzenesulfonyl chloride according to METHOD A, giving 0.26 g 
(62%) of an orange solid after recrystallization from acetone / edier / petrolexmi e&er: 
5 mp 145 °C; MS (lonspray, [M+H]*) m/z 395; Anal. Calcd (found) for 
C14H13F3N2O4S2: C 42.6 (42.8)%, H 3.3 (2.9)%, N 7.1 (6.9)% 

EXAMPLE27A 

Ethyl [2-({[4-(trifIuoromethyI)phenyl]sulfonyl}amino)*l,3-thiazol-4-yl]acetate 
10 The title compound was prepared from ethyl 2-amino-4-1faiazolylacetate and 4- 
trifluoromethylbenzenesulfonyl chloride according to METHOD A, giving 0.14 g 
(33%) of an off-white solid after recrystallization from acetone / ether / petroleum 
etihier: mp 174 *^C; MS (lonspray, [M+H]^ m/z 395; Anal. Calcd (found) for 
CUH13F3N2O4S2: C 42.6 (42.4)%, H 3.3 (2,8)%, N 7.1 (6.8)% 

15 

EXAMPLE 28 A 

Ethyl 2-(2-{[(4-broRiophenyl)sulfonyI]amino}-l,3-thiazol-4'-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
bromobenzenesulfonyl chloride according to METHOD A, giving 0.14 g (31%) of a 
20 pink solid after recrystallization from acetone / ether / petroleum ether: mp 183 °C; 
MS (lonspray, [M+H]^ m/z 405; Anal. Calcd (found) for Ci3Hi3BrN204S2: C 38.5 
(38.5)%, is 3.2 (3.0)%, N 6.9 (6.6)% 

EXAMPLE 29A 

25 Ethyl (2-{[(2-nitrophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
nitrobenzenesulfonyl chloride as described in flie synthetic METHOD B. The reaction 
mixture was applied on a Hydromatrix column pre-trcated with aqueous HCl (0.5 mL, 
2 M) and the eluted with DCM. After concentration the material was ptirified by 

30 preparative LCMS and lyophilized to give a white solid (26.6 mg) with purity >90%: 
^H-NMR (DMSO-d<i) 5 11.40 (s, NH), 8.24 (m, IH), 7.65 (m, 3H), 6.39 (s, IH), 4.21 
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(dd, J=7.2 Hz, J=14.4 Hz, 2H), 3.73 (s, 2H), 1.28 (t, J=7.2 Hz, 3H); HRMS Calcd 
(found) for Ci3Hi3N306S2 m/z 371,0246 (371.0248). 

EXAMPLE 30A 

Ethyl (2-{[(2,4-dichIoro-6-methylphenyI)sulfonyllamino}-l,3-thiazol^ 
The title compound was prepared from ethyl 2-amino-4-tfaiazolylacetate and 2,4- 
dichloro-6-methylbenzenesulfonyl chloride as described in the synthetic METHOD B 
to give a white solid (34.6 mg) with purity >90%: LCMS ^os) m/z 409,0, 41 1.0; 
HRMS m/z 407,9753 (calc. of monoisblopic mass for Ci4Hi4Cl2N204S2 gives 
407.9772). 

EXAMPLE 3 lA 

Ethyl (2-{[(2,4,6-trichlorophenyI)sulfonyllamino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-anuno-4-thiazolylacetate and 2,4,6- 
trichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
. white soUd (32.0 mg) with purity >90%: LCMS (pos) m/z 431.0; HRMS m/z 427.9238 
(calc. of monoisotopic mass for C13H11CI3N2O4S2 gives 427.9226).. 

EXAMPLE 32A 

Ethyl (2-{[(2,4-dichlorophenyl)sulfonyI]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,4- 
dichlorobenzenesidfonyl chloride as described in the synthetic METHOD B to give a 
white solid (45.8 mg) with purity >90%, MS (pos) m/z 395.2, 397.2. 

EXAMPLE33A 

Ethyl (2-{[(5-fluoro-2-methylphenyl)sulfonyl]amlno}-ly3-thiazol-4-yI)acetate 
The tide compound was prepared from ediyl 2-amino-4-tfaiazolylacetate and 5-fluoro- 
2-methylbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (32.7 mg) with purity >90%. LCMS (pos) m/z 359,2. 



EXAMPLE 34A 
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Ethyl (2-{[(4-propylphenyl)suIfonyllainino}-l,3-thiazol-4-yl)acetate 
The title compoimd was prepared from ethyl 2-amino-4-thiazolylacetate and 4-n- 
propylbenzenesiilfonyl chloride as described in the synthetic METHOD B to give a 
white solid (16.0 mg) with purity >90%. LCMS (pos) m/z 369.0. 

EXAMPLE 35A 

Ethyl (2*{[(2-methaxy-4-methyIphenyl)sulfonyI]amino}-l^-thiazol-4-^^^^ 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
methoxy-4-meffaylbenzenesulfonyl chloride as described in tihie synthetic METHOD B 
to give a white solid (2.3 mg) with purity >90%. LCMS (pos) m/z 371.2. 

EXAMPLE 36A 

Ethyl (2-{[(3,5-dichlorophenyl)sulfonyllamino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3,5- 
dichlorobenzenesulfonyl chloride as described in tiie synthetic METHOD B to give a 
white solid (42.2 mg) with purity >90%. LCMS (pos) m/z 395.0, 397.0. 

EXAMPLE 37A 

Ethyl [2-({[4-(3-chioro-2-cyanophenoxy)phenyllsulfonyl}amino)-l,3-thiazoI-4- 
y I] acetate 

The title compound was prepared from ethyl 2-ainino-4-thiazolylacetate and 4-(3- 
chloro-27cyanophenoxy)beiizenesulfonyl chloride as described in the synthetic 
METHOD B to give a white splid (41.4 mg) with purity >90%. LCMS (pos) m/z 
478.0. 

EXAMPLE 38A 

Ethyl (2-{[(3,4-dichlorophenyl)sulfonyllamino}-l,3-thiazol-4-yl)acetate 
The title conq>ound was prepared from ethyl 2-amino-4-thiazolylacetate and 3,4- 
dichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white soUd (50.1 mg) with purity >90%. LCMS (pos) m/z 395.0, 397.0. 



wo 01/90090 



76 



PCT/SEOl/01155 



EXAMPLE 39A 

Ethyl (2-{[(4-butoxyphenyI)sulfonyllaniino}-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl 2-amino-4-duazolylacetate and 4-n- 
butoxybenzenesulfooyl chloride as described in the syxithetic METHOD B to give a 
white soUd (11.8 mg) with purity >90%. LCMS (pos) m/z 399.2. 

EXAMPLE 40A 

Ethyl (2-{[(4-chloro-2-methylphenyl)sulfonyl]amina}-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl 2-amino-4-tfaiazolylacetate and 4-chloro- 
2-methylbenzenesulfr)nyl chloride as described in the synthetic METHOD B to give a 
white-yellow solid (9.4 mg) widi purity >90%. LCMS (pos) m/z 375.2, 

EXAMPLE41A . 
Ethyl [2-({[4-(acety!amino)phenyllsuifonyl}amino)-l,3-thiazol-4-yl]acetate 

The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
acetamidob.enzenesulfr>nyl chloride as described in the synthetic METHOD B to give a 
white solid (5.6 mg) with purity >90%. LCMS (pos) m/z 384.2. 

EXAMPLE 42A 

Ethyl {2-[(8-quinoIinylsulfonyl)aminol-l,3-thiazoI-4-yl}acetate 
The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 8- 
quinolinesuLfonyl chloride as described in the synthetic METHOD B to give a white- 
yellow solid (9.2 mg) with purity >80%. LCMS (pos) m/z 378.2. 

EXAMPLE 43 A 

Ethyl (2-{[(3,4-dimethoxyphenyl)suIfonyl]amino}-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3,4- 
dimethoxybenzenesulfonyl chloride as described m the synthetic METHOD B to give 
a white solid (19.3 mg) with purity >90%. LCMS (pos) m/z 387.2. 



EXAMPLE 44A 
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Ethyl (2-{[(4-iodophenyI)sulfonylIainino}-l,3-thiazoI-4-yl)acetate 
The title compound was prepared from ethyl 2-ammo-4-thiazolylacetate and pipsyl 
chloride as described in the synAetic METHOD B to give a white solid (47.0 mg) with 
purity >90%. LCMS (pos) m/z 453.0, 

5 

EXAMPLE 45 A 

Ethyl (2-{[(3-chloro-4-methyIphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3-chloro- 
4-methylbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
10 white solid (51.7 mg) with purity >90%. LCMS (pos) m/z 375.2. 

EXAMPLE 46A 

Ethyl l2-({[5-(dimethyIamino)-l-naphthyllsulfonyl}amino)-l,3-thiazol"4- 
yl]acetate 

15 The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and dahsyl 
chloride as described in the syntiietic METHOD B to give a yellow solid (10.0 mg) 
with purity >90%. LCMS (pos) m/z 420.2. 

EXAMPLE 47 A 

20 Ethyl (2-{[(l-methyHH-imidazoI-4-yl)sulfonyIlamino}-l,3-thiazol"4-yl)acetate 
The title compound was prepared from ediyl 2-amino-4-thiazolylacetate and t- 
methylimidazole-4-sulfonyl chloride as described in the synthetic METHOD B to give 
a white soUd (3.2 mg) with purity >90%. LCMS (pos) m/z 33 1.0. 

25 EXAMPLE 48 A 

Ethyl (2-{[(5-bromo-2-ihethoxyphenyI)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5-bromo- 
2-methoxybenzenesulfonyl chloride as described in the synthetic METHOD B to give 
a white soUd (14.4 mg) with purity >90%. LCMS (pos) m/z 437.0. 

30 . 

EXAMPLE 49A 
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Ethyl (2-{[(2,5-dimethoxyphenyl)suIfonyllamino}-l,3-thiazol-4-yl)aceta^^ 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,5- 
dimethoxybenzenesulfonyl chloride as described in the synthetic METHOD B to give 
a white solid (17.0 mg) with purity >80%. LCMS (pos) m/z 387.2. 

5 

EXAMPLE 50A 

Ethyl {2-[(2-naphthylsulfonyl)amino]-i;3-thiazol-4-yl}acetate 
The title compound was prepared from ethyl 2-'amino-4-tfaiazolylacetate and 2- 
naphthalenesulfonyl chloride as described in the synthetic METHOD B to give a white 
10 solid (41.2 mg) with purity >90%. LCMS (pos) m/z 377.2. 

EXAMPLE 51A 

Ethyl {2-[(mesitylsulfoayl)amino]-l,3-thiazol-4-yl}acetate 
The title compound was prepared from ethyl 2-ainino-4-thiazolylacetate and 2- 
15 mesitylenesulfonyl chloride as described in die synthetic METHOD B to give a white- 
yellow solid (7.5 mg) with purity >90%. LCMS (pos) m/z 369.0. 

EXAMPLE 52A 

Ethyl (2-{[(3-bromo-5-chloro-2-thienyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
20 The title compoimd was prepared from ethyl 2-aniino-4-thiazolylacetate and 3-bromo- 
5-chl6rothiophene-2-sulfonyl chloride as described in the synthetic METHOD B to 
give a yellow solid (29.0 mg) with purity >90%. MS ^pos) m/z 445.0, 447.0. 

EXAMPLE 53 A 

25 Ethyl {2-[({S-[(benzoyIamino)methyll-2-thienyI}suIfonyl)amino]-l,3-thiazol-4- 
yl}acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5- 
[(beiizoylamino)methyl]thiophene-2-sulfonyl chloride as described in the synthetic 
METHOD B to give a white solid (8.6 mg) with purity >70%. MS (pos) m/z 466.2. 

30 

EXAMPLE 54A 
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Ethyl {2-[({5-[l-methyl-5-(trifluoromethyl)-lH-pyrazol-3-yll-2- 
. thienyI}suIfonyl)ammol-l,3-thia2oI-4-yl}acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2-[l- 
methyl-5-(trifluoromethyl)pyrazol-3-yl]-tiiiophene-5-sulfonyl chloride as described in 
5 the synthetic METHOD B giving a yellow solid with a purity of 93%. MS 
(electrospray, [M+H]"^ m/z 481.0. 

EXAMPLE 55A 

Ethyl (2-{[(4-cyanophenyI)sulfonyl]amiao}-l,3-thiazol-4TyI)acetate 
10 The title compound was prepared from ethyl 2-amino-4-diiazolylacetate and 4- 
cyanobenzenesiilfonyl chloride as described in the synthetic METHOD B to give a 
white solid (16.9 mg) with purity >90%. MS (pos) m/z 352.2. 

EXAMPLE 56A 

IS Ethyl {2-[({5-[2-(methylsulfanyl)-4-pyrimidinyl]-2-thienyl}sulfonyl)amin 
thiazol-4-yl}acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5-[2- 
(methylthio)pyriinidin-4-yl]thiophene-2-sulfi)nyl chloride as described in the syntheti 
METHOD B to give a white solid (34.5 mg) with purity >90%. MS (pos) ro/z 475.3. 

20 

EXAMPLE 57A 

Ethyl (2-{[(3-cyanophenyl)sulfonyl]amino}-l,3-thiazoM-yI)acetate 

The title compoxmd was prepared from ethyl 2-amino-4-thia2olylacetate and 3- 
cyanobenzenesulfr)nyl chloride as described in the synthetic METHOD B to give a 
25 white solid (39.4 mg) with purity >90%. MS (pos) m/z 352.3. 

EXAMPLE 59A 

Ethyl (2-{[(2,4,S-trichIorophenyI)suIfonyI]amino}*l,3-thiazo!-4-yI)acetate 
The title compound was prepared from etiiyl 2-ainino-4-thiazolylacetate and 2,4,5- 
30 trichlorobenzenesutfonyl chloride as described in the synthetic METHOD B to give a 
white solid (5 1 .0 mg) witti purity >90%. MS (pos) m/z 429.0. 43 1 .0. 
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EXAMPLE 60A 

Ethyl [2-({[(E)-2-phenylethenyl]sulfonyl}amino)-l^-thiazol-4-yl]acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and beta- 
5 styrenesulfonyl chloride as described in the synthetic METHOD B to give a white 
solid (2 1.3 mg) with purity >90%. MS (pes) m/z 353. 1. 

EXAMPLE 61A 

Ethyl (2-{[(2,3,4-trichlorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
10 The titte compound was prepared from ethyl 2-amino-4-fluazolylacetate and 2,3,4- 
trichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (51.9 mg) witii purity >90%. MS (pos) m/z 429.0, 431.0, 433.0. 

EXAMPLE 63 A 

15 Ethyl (2-{[(4-bromo-295-difluorophenyl)suifonyl]amino}-l^thiazol-4-yI)acetate 
The title compound was prepared from ethyl 2-amino-4*tiuazolylacetate and 4-bromo- 
2,5-di£luoroben2enesulfonyl chloride as described m the synthetic METHOD B to give 
a white solid (21.9 mg) with purity >90%. MS (pos) m/z 441.0, 443.0. 

20 EXAMPLE 64A 

Ethyl [2-({[4-(trifluoromethoxy)phenyllsulfonyl}amino)-l,3-thiazol-4-yIlacetate 
The tide compound was prepared from ethyl 2-amiao-4-thiazolylacetate and 4- 
(triauorometiioxy)benzenesulfonyl chloride as described in the synthetic METHOD B 
to give a white solid (29. 1 mg) with purity >90%. MS (pos) m/z 411.1. 

25 . 
EXAMPLE 65A 

Ethyl (2-{[(2,3-dichlorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2*amino-4-tfaiazolylacetate and 2,3- 
dichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
30 white solid (25.0 mg) with purity >90%. MS (pos) m/z 395. 1, 397. 1. 
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EXAMPLE 66A 

Ethyl (2-{[(2-bromophenyl)suIfonyI]amino}-l,3-thiazoI-4-yI)acetate 
The title compound was prepared from ethyl 2-ainino-4-thiazolylacetate and 2- 
bromobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
5 white solid (41.9 mg) with purity >90%. MS (pos) wJz 405. 1, 407. 1 . 

EXAMPLE 67A 

Ethyl (2-{[(4,S-dichIoro-2-thienyl)sulfonyl]ainino}-l,3-tKiazoI-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,3- 
10 dichlorotfaiophene-S-sulfonyl chloride as described in the synthetic METHOD B to 
give a white-yeUow solid (36.9 mg) with purity >90%. MS (pos) no/z 401. 1, 403. 1 . 

EXAMPLE 68A 

Ethyl [2-({[4-(phenyl5uIfonyl)-2-thienyl]suIfonyl}amino)-l,3-thiazoI-4-yl]acetate 
IS The tide compound was prepared from ethyl 2-aniinb-4-thiazolylacetate and 4- 

benzenesulfonylthiophene-2-5ulfonyI chloride as described in the synthetic METHOD 
B to give a yellow solid (29.5 mg) with purity >90%. MS (pos) m/z 473. 1. 

. EXAMPLE 69A 

20 Ethyl [2>({[S'(phenyIsulfonyl)-2-thienyl]sulfonyl}amino)->l,3-thiazoI-4-yI]acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5- 
phenylthiophene-2,5-disulfonyl chloride as described in the synthetic METHOD B to 
give a yellow solid (18.5 mg) wifli purity >90%. MS (pos) m/z 473.1. 

25 EXAMPLE 70A 

Ethyl (2-{[(2,6-dichlorophenyl)sulfonyl]amino}-l,3-thiazoM-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,6- 
dichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (32.5 mg) with purity >90%. MS (pos) m/z 395.1, 397.1. 

30 . 

EXAMPLE 71A 
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Ethyl (2-{[(2-cyanophenyl)suIfonyllamino}-l,3-thiazoI-4-yI)acetate 
The title compoutid was prepared firom ethyl 2-aniino-4-thiazolylacetate and 2- 
cyanobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (24,6 mg) with purity >90%. MS (pos) mJz 352.2. 

5 

EXAMPLE 72A 

Ethyl [2-({[4*(acetylamino)-3-chlorophenyl]sulfonyl}ainino)-l^-thiazol-4- 
yl]acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
10 acetamido-3-chlorobenzenesulfonyl chloride as described in the syntiietic METHOD B 
to give a white solid (16.1 mg) wifli purity >90%, MS (pos) m/z 418.2, 420.2. 

EXAMPLE 73 A 

Ethyl (2-{[(S-chloro-l^-dimethyl-lH-pyrazol-4-yl)sulfonyl]amino}-l,3-thiazQl^^ 
IS yl)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5-chloro- 
l,3-dimethylpyrazole-4-sidfonyl chloride as described in the synthetic METHOD B to 
give a white solid (14.8 mg) with purity >90%. MS (pos) m/z 397.2, 381.2. 

20 EXAMPLE 74A 

Ethyl (2-{[(3-methoxyphenyl)suIfonyI]amino}-l,3-thiazoI-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3- 
methoxybenzenesulfonyl chlpride as described in the synthetic METHOD B to give a 
white solid (18.6 mg) with purity >90%. LCMS (pos) m/z 357.0. 

25 

EXAMPLE 75 A . ^ 

Ethyl (2-{[(4*bromo-5-chlorQ-2-thienyI)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from etiiyl 2-amiho-4-thiazolylacetate and 4-bromo- 
5-chlorothiophene-2-suMbnyl chloride as described in the synthetic METHOD B to 
30 give a white-yellow solid (40.9 mg) with purity >90%. MS (pos) m/z 445.0, 447.0. 
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EXAMPLE 76A 

Ethyl 2-{2-[(l-naphthylsulfonyl)amino]-l,3-thiazol'4-yl}acetate 

The title compound was prepared from ethyl 2-amino-4-tihiazolylacetate and 1- 
naphtiiiylsulfonyl chloride according to METHOD A, giving a crude product that was 
purified by flash column chromatography on silica gel eluting with 2% methanol in 
DCM. This gave the pure title compound (3.93 g, 89%), MS (lonspray, [M+H]"*") m/z 
376; Anal, Calcd. (found) for C17H16N2O4S2: C 54.2 (54.02) %H 4,3 (3.9) %N 7.4 
(7.1)%. 

EXAMPLE 77A' 

Ethyl (2-{[(2,5-dichlorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thia2olylacetate and 2,5-di- 
benzenesulfonyl chloride according to METHOD A, giving 0.22 g (27%) of a pink 
solid after recrystallization from acetone / ether / petroleum ether: mp 171 °C; MS 
(lonspray, [M+H]"') m/z 395; Anal. Calcd (found) for C13H12CI2N2O4S2: C 39.5 
(39.7)%, H 3.1 (2.9)%, N 7. 1 (6.8)%. 

EXAMPLE 77B 

Ethyl [2-({[4-(methylsulfonyl)phenyl]sulfonyl}amino)-l,3-thiazol-4-yl]acetate 
The title compound was prepared from ethyl 2-anaino-4-thiazolylacetate and 4- 
mediylsulfonylbenzenesulfonyl chloride as described in synthetic METHOD B to give 
a white solid (20.9 mg) with purity >90%. MS (pos) m/z 405.3. 

EXAMPLE 77C 

Ethyl [2-({[2-(methylsuIfonyI)phenyl]sulfonyI}amino)-l,3-thiazol-4-yllacetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
mediylsuifonylbenzenesulfonyl chloride as described in the synthetic METHOD B to 
give a white solid (28.4 mg) with purity >90%. MS (pos) m/z 405.4. 

EXAMPLE 77D 

Ethyl (2-{[(4-bromo-2-fluorophenyl)5ulfonyl]amino}-l,3-thiazol-4-yl)acetate 
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The title compound was prepared from ethyl 2-amino-4-tiuazolylacetate and 4-bromo- 
2-fluorobenzenesulfonyl chloride as described in (he synthetic METHOD B to give a 
white solid (15.1 mg) with purity >90%, MS (pos) mix 423.3, 425.3. 

5 EXAMPLE 77F 

Ethyl (2-'{[(293,4-trifluorophenyl)sulfonyl]amino}-l,3*thiazol-4-yl)aceta^^ 
The tide compomid was prepared from ethyl 2-aniino-4-1iuazolylacetate and 2,3,4- 
trifluorobenzenesulfonyl chloride as described in the syndietic METHOD B to give a 
yellow solid (2.3 mg) wifli purity >90%. MS (pos) m/z 381.4. 

10 

EXAMPLE 77G 

Ethyl (2-{[(7-chloro-2,l,3-benzoxadiazoI-4-yI)sulfonyI]amino}-l,3-thiazol-4- 
yl)acetate 

The tide compoxmd was prepared from ethyl 2-amino-4-thiazolylacetate and 4-chlora- 
15 7-chlorosulfonyl-2,l,3-benzoxadiazole as described in the synthetic METHOD B to 
give a yellow solid (2.5 mg) with purity >90%. MS (pos) m/z 403.4. 

EXAMPLE 77H 

Ethyl (2-{[(2,4,6-trifluorophenyl)sulfonyllamino}-l,3-thiazoU4-yl)acetate 
20 The tide compound was prepared from ethyl 2-anuno-4-thiazolylacetate and 2,4,6- 
trifluorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
yellow solid (1.0 mg) with purity >90%. MS (pos) m/z 38 1.4. 

EXAMPLE 771 . 
25 2-Chloro-S-({[4-(2-ethoxy-2-oxoethyl>-l,3-thiazol-2-yl]amino}sulfonyl)-4- 
fluorobenzoic acid 

The tide compoimd was prepared from etiiyl 2-amino-4-dnazolylacetate and 2-chloro- 
5-chlorosulfi)nyl-4-fluorobenzoic acid as described m the synthetic METHOD B to 
give a white soUd (26.5 mg) with purity >90%. MS (pos) m/z 421.4, 423.4. 

30 

EXAMPLE 77J 
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Ethyl (2-{[(5-chloro-2-thienyl)sulfonyllamino}-l^thiazol-4-yl)acetate 
The title con^)oimd was prepared jfrom ethyl 2-amino-4-thiazolylacetate and 5- 
chlorofhiophene-2-sulfonyl chloride as described in the synthetic METHOD B to give 
a white solid (24.3 mg) with purity >90%. MS (pos) m/z 367.1, 369.1. 

5 ■ 
EXAMPLE 77K 

Ethyl (2-{[(2-chloro-4-fIuorophenyI)sulfonyl]ainino}-l,3-thia?ol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2-chloro- 
4-fluorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
10 white soUd (13,9 jtng) with purity >90%. MS (pos) m/z 379.2. 381.2. 

EXAMPLE77L 

Ethyl [2-({[5-(3-isoxazoIyl)-2-thienyl]sulfonyl}aminoH»3-*»a^o*-^ynace^^^^ 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5- 
15 isoxazol-3-ylthiophene-2-sulfonyl chloride as described in the synthetic METHOD B 
to give a yellow solid (15.9 mg) wifli purity >90%. MS (pos) m/z 400.3. 

EXAMPLE 77M 

Ethyl (2-{[(4-bromo-2-methylphenyl)sulfonyllamino}-l,3-thiazol-4-yl)acetate 
20 The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-bromo- 
2-methylbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (48.2 mg) with purity >90%. MS (pos) m/z 419.2, 421.2. 

EXAMPLE 77N 

25 Ethyl (2-{[(4-phenoxyphenyl)sulfonyllamino}-l,3-thiazoM-yI)acetate 

The tide compound was prepared from ethyl 2-ammo-4-thiazolylacetate and [(4- 
phenoxy)benzene]sulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (33.5 mg) with purity >90%. MS (pos) m/z 4 1 9.3 . 

30 EXAMPLE 770 
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Ethyl oxo(2-{((4-propylphenyI)sulfonyIIainino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl (2-amiiio-4-tbiazolyl)glyoxylate and 4-n- 
propylbenzenesulfonyl chloride as described in die synthetic METHOD B to give a 
yellow solid (14.5 mg) with purity >90%. LCMS (pos) m/z 383.2. 

EXAMPLE 80A 

Ethyl (2-{[(3-chloro-2-methyIphenyl)sulfonyl]ainino}-i;3-thiazol-4-yl)(oxo)acetate 
The title compound was prepared from ethyl (2-anmio-4-thiazolyl)glyoxylate and 3- 
chloro-2-methylbenzenesulfdnyl chloride as described in the synthetic METHOD B to 
give a yellow solid (32.5 mg) with purity >90%. LCMS (pos) m/z 389.0.B 

EXAMPLE 81A 

Ethyl oxo(2-{[(2,4,6-trichlorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl (2-amino-4-thiazolyl)glyoxylate and 
2,4,6-trichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to 
give a yellow solid (1 8.3 mg) with purity >80%. LCMS (pos) m/z 445.0. 

EXAMPLE 82A 

Ethyl {2-[([l,l'-biphenyI]-4-ylsulfonyl)aminol-l,3-thiazol-4-yl}(oxo)acetate 
The title compound was prepared from ethyl (2-amino-4-thiazolyl)glyoxylate and 4- 
phenylbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
yellow solid (28,2 mg) with purity >80%. LCMS (pos) m/z 417.0. 

EXAMPLE 83A 

Ethyl (2-{[(2,4-dichIoro-6-methylphenyI)sulfony!lamino}-l,3-thiazol-4- 
yl)(oxo)acetate 

The tide compound was prepared from ethyl (2-amino-4-thiazolyl)glyoxylate 2,4- 
dichloro-6-methylbenzenesulfonyl chloride as described in the synthetic METHOD B 
to give a yellow solid (28.9 mg) with purity >90%: LCMS (pos) m/z 423; HRMS m/z 
421.9580 (calc. of mass foi: C14H12CI2N2O5S2 gives 421.9565). 
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EXAMPLE 84A 

2-(2-{[(4-MethylphenyI)sulfonyI]amino}-l,3-thiazoM-yl)acetic acid 
The title coiiq)Ound was prqpaied from EXAMPLE S A according to METHOD C, 
giving 0. 15 g (77%) of a white solid: mp 187 °C; MS (lonspray, [M+H]*) m/z 3 13; 
5 Anal. Calcd (found) for C12H12N2O4S2: C 46. 1 (46. 1)%^ H 3.9 (3.9)%, N 9.0 (8.9)%. 

EXAMPLE 85A 

2-(2-{[(2,5-Dichloro-3-thienyI)sulfonyl]ainino}-l,3-thiazol-4-yI)aceticacid 
The title compound was prepared from EXAMPLE 6A according to METHOD C, 
10 giving 0.41 g (100%) of a pale brown solid: mp 174 °C; MS (lonspray, [M+H]^ m/z 
372; Anal. Calcd (found) for C9H6CI2N2O4S3 • 0.8 HCl: C 26.9 (26.9)%, H 1.7 (1.6)%, 
N 7.0 (6.6)% 

EXAMPLE 86A 

15 (2-{[(2-ChlorophenyI)s.uIfonyl]amino}-l,3-thiazol-4-yi)acetic acid 

The tide compound was prepared from EXAMPLE 7A according to METHOD C, 
giving 1 .49 g (90%) of a pink solid after reciystallization from acetone / ether/ 
petroleum ether: mp 176 °C; MS (lonspray, [M+H]*) m/z 333; Anal. Calcd (found) for 
CiiH9Cm204S2: C 39.7 (39.4)%, H 2.7 (2.6)%. N 8.4 (8.2)%. . 

20 • 
EXAMPLE 87A 

2-(2-{[(3-Chloro-2-methyIphenyl)suIfonyl]amino}-i;3-thlazol-4-yl)aceticacid 
The title compound was prepared from EXAMPLE 8 A according to METHOD C, 
giving 1.89 g (100%) of an ofif-white solid: mp 198 °C; MS (lonspray, [M+H]*) m/z 
25 347; Anal. Calcd (found) for C12H11CIN2O4S2 • 0.9 HCl: C 38.0 (38.0)%, H 3.2 
(2.6)%, N 7.4 (7.1)%. 



30 



EXAMPLE 88A 

Isopropyl2-(2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4- 
yl)acetate 
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EXAMPLE 87A (0.3 g, 0.9 nunol) in DCM (7 mL) was treated dropwise with oxalyl 
chloride (0. 1 g, 0.9 mmol) and a catalytic amount of DMF. The reaction mixture was 
stirred for 3 h. The solvent was removed under reduced pressure and isopropanol was 
added to the residual ofif-white solid. The resulting suspension was stirred over night 
Purification hy flash column chromatography on silica gel eluting with methanol 
(l->3->5%) in DCM gave a pink oil. Analytically pure pink cryistals were obtamed 
after crystallization from acetone / petroleum ether: inp 114 ^C; MS (lonspray, 
[M+H]"^ m/z 389; Anal. Calcd (found) for C15H17CIN2O4S2: C 46.3 (46.4)%, H 4.4 
(4.2)%, N 7.2 (7.2)%. 

EXAMPLE 89A 

Phenyl 2-(2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
Under N2 atmosphere, EXAMPLE 87A (0.5 g, 1.4 mmol) and DMAP (0.3 g, L6 
rmnol) were dissolved in DCM (40 mL). The resulting red solution was chilled (0°C) 
before EDCI (0.3 g, 1.6 mmol) and phenol (0.7 g, 7.2 mmol) were added. The mixture 
was allowed to warm to room temperature and stirred over night The reaction mixture 
was washed with aqueous HCl and saturated aqueous sodiuni bicarbonate. The organic 
phase was removed and the residue purified by flash column chromatography on silica 
gel eluting with metiianol (0->l->3%) in DCM. This gave 0. 18 g (30%) of a white 
solid: mp 189 °C; MS (lonspray, [M+H]'^ m/z 423; Anal. Calcd (found) for 
Ci8Hi5ClN204S2: C (51.1)%, H 3.6 (3.3)%, N 6.6 (6.4)%. 

EXAMPLE 90 A 

Methyl (2-{[(3*chIoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yI)acetate 

(Note: This experimental describes the attempt to reduce the ethyl ester group to the 
alcohol) EXAMPLE 8 (1.2 g, 3.3 mmol) was dissolved in dry THF (10 mL). Litiiium 
borohydride (0.2 g, 10 mmol) was added in portions under N2 atmosphere at ambient 
temperature. The coloured suspension was stirred over night Aqueous HCl (IM, 40 
mL) and brine (40 mL) were added before extraction with ethyl acetate. Drying 
(sodium sulfate), and evaporation of the organic phase gave crude material that was 
purified by flash column chromatography on silica gel eluting widi methanol 
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(0->2-^%) in DCM. This gave 0.36 g (30%) of a yeUow soUd: mp 187 °C; MS 
(lonspray, [M+H]*) m/z 361; Anal. Calcd (found) for C13H13CIN2O4S2: C 43.3 
(43.1)%, H 3.6 (3.4)%, N 7.8 (7.6)% 

5 EXAMPLE 91A 

Methyl {2-[([l,lVbiphenyl]-4-ylsulfonyI)ainino]-S-niethyl-i;3-thiazol-4-yI}acetate 
The title compound was prepared from methyl 2-(2-anuno-5-methyH,3-thiazol-4- 
yl)acetate and 4-biphenylsulfonyl chloride as described in the synthetic METHOD B 
to give a white solid (22. 1 mg) with purity >90%. LCMS (pos) m/z 403.0. 

10 

EXAMPLE 92A 

Methyl (2-{[(4-chIorophenyl)suIfonyIIamino}-5-methyH,3-thiazol-4-yl)acetate 
The title compoimd was prepared iBrom methyl 2-(2-amino-5-methyH,3-thiazol-4- 
yl)acetate aad 4-chlorobenzenesiilfonyl chloride as described in the synthetic 
15 METHOD B to give a white solid (29.2 mg) with purity >90%. LCMS (pos) m/z 
361.2, 

EXAMPLE 93 A 

Methyl (2-{[(3-chloro-2-methylphenyl)sulfonyI]amino}-5-methyl-l,3-thiazoM- 
20 yl)acetate 

The title compound was prepared from methyl 2-(2-amino-5-mefliyl-l,3-thiazol-4- 
yl)acetate and 3-chloro-2-methylbenzenesuIfonyl chloride as described in the synthetic 
METHOD B to give a white sbUd (23 .2 mg) wiA purity >90%. LCMS (pos) m/z 
375.2. 

25 

EXAMPLE 94A 

Methyl [2-<{[4-(3-chIoro-2-cyanophenoxy)phenyI]suIfonyl}amino)*5-methyI-l,3- 
thiazol-4-yI]acetate 

The title compoimd was prepared from methyl 2-(2-amino-5-methyl-l,3-thiazol-4- 
30 yl)acetate and 4-(3-chloro-2-cyanophenoxy)benzenesulfonyl chloride as described in 
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tte synthetic METHOD B to give a yellow solid (28.3 mg) with purity >90%. LCMS 
(pos) m/z 478.2. 

EXAMPLE 95A 

5 Methyl (S-methyl-2-{[(4-propyIphenyl)sulfonyl]amino}--l,3--thiazol-4-yI)acetate 
The title compouad was from prepared methyl 2-(2-amino-5-methyl-l,3-1hiazol-4- 
yl)acetate and 4-n-propylbenzenesulfonyl chloride as described in the synthetic 
METHOD B to give a white solid (33.1 mg) with purity >90%. MS (pos) m/z 416.2. 

10 EXAMPLE 96A 

Methyl (5-methyl-2-{[(2y496-trichlorophenyI)suIfonyI]amino}-l,3-thiazol-4- 
yl)aceCate 

The title compound was prepared from mefliyl 2-(2-amino-5-methyl-l,3-1hiazol-4- 
yl)acetate and 2,4,6-trichloroben2enesulfonyl chloride as described in the synthetic 
15 METHOD B to give a white solid (60.8 mg) with purity >90%: MS (pos) m/z 43 1. 1; 
HRMS m/z 427.9233 (calc. of monoisotopic mass for C13H11CI3N2O4S2 gives 
427.9226). 

EXAMPLE 97A 

20 Methyl (2-{[(2,4-dichloro-6-methylphenyI)sulfonyl]amino}-S-methyI-l,3-thiazoI-4- 
yl)acetate 

The title compound was prepared from metiiyl 2-(2-amino-5-methyl-l,3-thiazol-4- 
yl)acetate and 2,4-dichloro-6-methylbeiizenesulfonyl chloride as described in the 
synthetic METHOD B to give a white soUd (27.2 mg) with purity >80%. MS (pos) 
25 m/z 409.0, 411.0. 

EXAMPLE 98 A 

N-(2-Methoxy.ethyl>-2-(2-{[(4-methylphenyl)sulfonyI]amino}-l,3-thiazoM- 
yl)acetamide 

30 EXAMPLE 84A (0.5 g, 1 .6 mmol) in DCM (15 mL) was treated dropwise with oxalyl 
chloride (0,3 g, 2.4 mmol). A catalytic amount of DMF was added, after which the 
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resulting orange mixture was stirred for 2 h. The solvent was removed under reduced 
pressure, and the crude was suspended in 4 mL of DCM. The suspension was added 
dropwise to a solution of DBEA (0.62 g, 4.8 mmol) and 2-meflioxyethylamine (0.24 g, 
3.2 mmol) and stirred for 3 h at ambient temperature. The organic phase was washed 
5 with 2M aqueous HCl, dried (magnesium sulfate), and evaporated. The crude brown 
solid was recrystallized from ethyl acetate, affording 0. 11 g (19%) of tiie pure title 
compound: mp 132°C; IR (KBr) u 3328, 1316, 1146, 1090 cm'^'MS (lonspray, 
[M+H]'^ m/z 370; Anal. Calcd (found) for C15H19N3O4S2: C 48.8 (48.8)%, H 5,2 
(5.2)%, N 11.4 (11.3)%. 

10 

EXAMPLE 99 A 

2-(2-{[(2,5.Dichloro-3-thienyl)suIfonyIlamino}-l,3-thiazoI-4.yl)-N- 
methylacetamide 

The title compound was prepared from EXAMPLE 85 A according to preparation 
15 described for EXAMPLE 98 A! RecrystalUsation from acetone / diethyl ether / 

petroleum ether gave 0.03 g (8%) of a white soHd: mp 183 °C; IR (KBr) u 3326, 1300, 
1 154 cm"^; MS (lonspray, [M+H]^ m/z 385; Anal, Calcd (found) for C10H9CI2N3O3S3: 
. . C 3L1 (31.4)%, H 2.4 (2.7)%, N 10.9 (10.5)%. 

20 EXAMPLE lOOA 

N-(l,3-Benzodioxol-S-yImethyl)-2-{2-[(l-naphthylsulfonyl)amino]-l93-thiazol-4- 
yl}acetamide 

The title compound was prepared from EXAMPLE 76A, according to METHOD C, 
followed by METHOD E, giving 66 mg (16 %) of the pure product. MS (lonspray, 
25 [M+H]"^ m/z 482; Anal. Calcd, (found) for C23H19N3O5S2 • 0.3 DMF: C 57.0 (56.6) % 
H 4.2 (4.0) % N 9.2 (8.9) %. 

EXAMPLE lOlA 

N-(2-Furylmethyl)-2-{2-[(l-naphthylsuIfonyI)aminol-l53-thiazol-4-yI}acetamide 
30 The title compound was prepared from EXAMPLE 76A, according to METHOD C, 
followed by METHOD E, giving 98 mg (27 %) of a white solid: MS (lonspray. 
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[M+H]*) m/z 428; Anal. Calcd. (found) for C20H17N3O4S2 • 0.1 CH2CI2: C 55.4 (55.3) 
% H 4.0 (3.6) %N 9.6 (9.3) %. 

EXAMPLE 102A 

5 2-(2-{[(2,4-DifluorophenyI)sulfonyIlainino}-l,3-tliiazol-4-yl)-N-ethyIacetamide 
The title campound was prepared fiom EXAMPLE 4 A according to METHOD D 
Recrystallisation jfrom acetone / ether / petroleum ether gave 0.09 g (40%) of a pink 
soUd: mp ISCC; IR (KBr) o 3304, 3087, 1325, 1150 cm*'* MS (lonspray, [M+H]"^ 
m/z 362; Anal. Calcd (found) for C13H13F2N3O3S2: C 43.2 (43. 1)%, H 3.6 (3.2)%, N 

10 11.6(11.2)%. 

EXAMPLE 103A 

N-Isopropyl-2-{2-((l-naphthylsulfonyl)amino]-l,3-thiazol-4-yl}acetamide 
The title compotind was prepared from EXAMPLE 76 A, according to METHOD C, 
15 followed by METHOD lE, giving 122 mg (36 %) of the pure product: MS (lonspray, 
[M+Wt) m/z 390; AnaL Calcd. (found) for C18H19N3O3S2 • 0.2 CH2CI2: C 53.8 (54.0) 
% H 4.8 (4.4) % N 10.3 (10. 1) %. 

EXAMPLE 104A 

20 N-[2-(lH-Indol-3-yl)ethyll-2-{2-[(l-naphthylsuIfonyl)aminol-l^thiazol-4- 
yl}acetamide 

The tide compomd was prepared from EXAMPLE 76A, according to METHOD C, 
followed by METHOD E, giving 134 mg (32 %) of the pure product: MS (lonspray, 
[M+H]*) m/z 391; Anal. Calcd. (found) for C2SH22N4O3S2 • 0.2 CH2CI2: C 59.6 (59.7) 
25 % H 4.4 (4. 1) % N 1 1 .0 (10.7) %. 

. EXAMPLE 105A 

N-(Cyclohexylmethyl)-2-{2-[(phenyIsulfonyI)aminol-l,3-thiazol-4-yl}acetamide 
The tide compound was prepared from EXAMPLE 20A, according to METHOD C, 
30 followed by METHOD E, giving 134 mg (25 %) pure product after recrystaUisation 
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from DCM: MS (lonspray, [M+H]*) m/z 394; Anal. Calcd. (found) for C18H23N3O3S2 • 
0.3 H2O: C 54.2 (54.2) % H 6.0 (5.3) % N 10.5 (10. 1) %. 

EXAMPLE 106A 

5 2-(2-{{(3-Chloro-2-methylphenyI)sulfonyllaraino}-l^-thiazoi-4-yl)-N- 
methylacetamide 

The title compound was prepared from EXAMPLE 8A according to METHOD D, 
giving 0.20 g (61%) of a pink soUd: mp 165 °C; IR (KBr) u 3334, 3085, 13 18, 1 142 
cm"^-MS (lonspray, [M+H]*) m/z 360; Anal. Calcd (found) for C13H14CIN3O3S2: C . 
10 43.4 (43.4)%, H 3,9 (3.6)%, N 11.7(11.3)%. 

EXAMPLE 107A 

2-(2-{[(3-Cliloro-2-methyIphenyI)sulfonyl]amino}-i;3-thiazol-4-yl)-N- 
ethylacetamide 

15 The title compound was prepared from EXAMPLE 8A according to METHOD D, 
giving 0.18 g (53%) of a yeUow soUd: mp 96 "C; IR (KBr) u 3327, 3098,1136 cm 
MS (lonspray, [M+Hf) m/z 374; Anal. Calcd (found) for C14H16CIN3O3S2 • 0.2 H2O: 
C 44.5 (44.4)%, H 4.4 (3.9)%. N 1 1. 1 (10.7)% 

20 EXAMPLE 108A 

2-(2-{[(3-Chlor6-2-methyIphenyl)sulfonyl]amino}-l,3-thiazol-4-yI)-N- 
phenylacetamide 

The title compound was prepared from EXAMPLE 87A according to METHOD E, 
giving 0. 10 g (34%) of a pink solid after reciystallization from ethyl acetate / ether / 
25 petroleum ether: mp 202 °C; IR (KBr) u 33 13, 3 107, 1308, 1 133 cm'^ MS (lonspray, 
\M+B]*) m/z 422; Anal. Calcd (found) for CigHigClNaOaSz: C 51.2 (50.9)%, H 3.8 
(3.6)%, N 10.0 (9.5)%. 

EXAMPLE 109A . 
30 2-(2-{[(4-Chlorophenyl)sulfonyllamino}-l,3-thiazol-4-yl)-N-(2- 
furylmethyl)acetamide 
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The title compound was prepared from EXAMPLE 2A, according to METHOD C, 
followed by METHOD E, giving 172 mg (35 %) pure product after recrystallisation 
from DCM: MS (lonspray, [M+H]"^ m/z 412; Anal. Calcd. (found) for 
C16H14CIN3O4S2 • 0.3 H2O: C 46. 1 (46. 1) % H 3.5 (3. 1) % N 10. 1 (9.8) %. 
5 ■ ' 

EXAMPLE llOA 

. N-Benzhydryl-2-(2-{[(4-chlorophenyi)sulfonyI]amiiio}-l,3-thia2ol-4-yl)acetamide 

The tittle compound was prepared from EXAMPLE 2A, according to METHOD C, 
followed by METHOD E, giving 157 mg (26 %) pure product after recrystallisation 
10 from DCM:. MS (lonspray, [M+H]^) m/z 498; Anal. Calcd. (found) for 
C24H20CIN3O3S2 • 0.6 H2O: C 56,6 (56.5) % H 4.2 (3.6) % N 8.3 (8,0) %. 

EXAMPLE lllA 

2-(2-{[(4-Chloropheiiyl)sulfonyllamino}-l,3-thiazoM-yI)-N-(tetrahydro-2- 
15 furanylmethyl)acetamide 

The title compound was prepared from EXAMPLE 2A, according to METHOD C, 
followed by METHOD E, giving 92 mg (18 %) pure product after recrystallisation 
from DCM: MS (lonspray, [M+H]0 m/z 416; Anal. Calcd. (found) for 
Ci6Hi8CIN304S2: C 46.2 (45.9) % H 4.3 (3.9) %lSf 10.1 (9.7) %. 

20 

EXAMPLE 112A 

Ethyl 4-{[2-(2-{[(4-chior6phenyI)sulfonyl]amino}-l,3-thiazoI*4-yl)acetyI]amino}- 
l-piperidinecarboxylate 

The title compound was prepared from EXAMPLE 2A, according to METHOD C, 
25 followed by METHOD E, giving 28 1 mg (48 %) pure material after recrystallization 
from DCM: MS (lonspray, [M+H]^ m/z 487; Anal. Calcd. (found) for 
C19H23CIN4O5S2: C 46.9 (46.8) % H 4.8 (4.6) % N 1 1.5 (1 1.2) %. 

EXAMPLE113A 

30 N-Benzhydryl-2-(2-{[(3-chloro-2-methyIphenyl)sulfonyllamino}-l,3-thiazol-4- 
yl)acetamide 
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The tide compound was prepared from EXAMPLE 87A according to METHOD E, 
giving 0.09 g (20%) of a pink solid after rectystallizadon from acetone / diethyl ether: 
mp 200 °C; MS (lonspray, [M+HJ*) m/z 5 12. 

5 EXAMPLE 115 A 

2-(2-{((4-Chlorophenyl)sulfonyIlamino}-l^-tluarol-4-yl)-N-phenylacetamlde 

The title compound was prepared from EXAMPLE 2A, according to METHOD C, 
followed by METHOD E, giving 130 mg (26%) of pure product after recrystallization 
from edianol: MS (lonspray, [M+H]*) m/z 407; Anal. Calcd. (found) for 
10 C17H14CIN3O3S2: C 50.0 (49.6) % H 3.5 (3.3) % N 10.3 (10.3) %. • 

EXAMPLE 116A 

2-(2-{[(3-ChIoro-2-methyIphenyI)sulfonyllamino}-i;3-thiazol-4-yl)acetamide 
A solution of EXAMPLE 8 A (0.20 g, 0.53 mmol) in cone, anunonium hydroxide (6 
15 mL) was stinred over nig^it at room tenq>erature. The solvent was evaporated giving a 
quantitative yield of the title product: MS (lonspray, [M+H]*) m/z 345; Anal. Calcd. 
(found) for CwHieNjOsSz: C 42.0 (42.5) % H 3.5 (3.3) % N 1 1.3 (1 1.4) %. 

EXAMPLE 117 A 

20 2-(2-{[(3-ChIoro-2-methylphenyl)sulfonyl]amino}-l^-thiazol-4-yl>N^- 
diethylacetamide 

The title compound was prepared according to METHOD E. The obtained product 
mixture was separated on a silica gel column giving tiie amide (S3 mg, 0.13 mmol, 11 
%) and the decaiboxylated product 3-chloro-2-methyl-N-(4-methyl-i,3-tiiiazol-2- 
25 yl)benzenesulfonamide (135 mg, 0.44 mmol, 39 %). EXAMPLE 1 17A: MS ^onspray, 
. [M+H]*) m/z 401; AnaL Calcd. (found) for CifiHzoClNaOjSj: C 47.8 (47.7) % H 5.0 
(5.4) %N 10.4 (10.2)%. 

EXAMPLE 119A 

30 2-{2-[([l,l'-Biphenyll-4-yisulfonyl)amlnol-l,3-thiazol-4-yl}-N,N-diethylacetamide 
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The title compound was prqpared by coupling of INTERMEDIATE 1 1 and 4- 
biphenylsulfonyl chloride according to METHOD B: IAS (lonspray, [M-H]") m/z 
428.3. 

5 EXAMPLE 120A 

N,N-diethyI-2-(2-{[(4-propylpheayl)sulfonyIIamino}-l,3-thiazol-4-yl)acetamide 
The title compound was prepared by coupling of INTERMEDIATE 1 1 and 4- 
propylbenzenesulfonyl chloride according to METHOD B: MS (lonspray, [M-H]") 
m/z 393.4. 

10 

EXAMPLE 121A 

2-(2-{[(2>'^l>ichloro-6-methylphenyl)su!fonyl]amino}-l,3-thiazol-4-yI)-N,N- 
diethylacetamide 

' The title conq>ound was prepared by coupling of INTERMEDIATE 1 1 and 2,4- 
15 dichloro-6-mietibylbenz^esulfonyl chloride according to METHOD B: MS (lonspray, 
[M-HD m/z 434.3. 

EXAMPLE 122A 

N^-diethyl-2-(2-{[(2,4,6-trichlorophenyl)sulfonyl]amino}-l,3-thtazol-4- 
20 yl)acetamide 

The title compound was prepared by coiq)ling of INTERMEDIATE 1 1 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to METHOD B: MS (lonspray, [M-H]~) 
m/z 454.2. . 

25 EXAMPLE 123A 

2-{2-[([l,l'-Biphenyll-4-ylsulfonyl)amino]-l,3-thiazol-4-yl}-N^- 
diisopropylacetamide 

The title compound was prepared by coupling of INTERMEDIATE 14 and 4- 
biphenylsulfonyl chloride according to METHOD B: MS (lonspray, [M^H]^ m/z 
30 456.4. 
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EXAMPLE 124A 

N^-diisopropyl-2-(2-{K4-propylphenyl)sulfonyllamino>-l,3-thiazol-4- 
yl)acetainide 

The title compound was prepared by coupling of INTERMEDIATE 14 and 4- 
5 propylbenzenesulfonyl chloride according to METHOD B: MS (lonspray, [M-H]") 
m/z 422.6. 

EXAMPLE 125A 

2-(2-{[(2,4-DichIoro-6-methyIphenyl)sulfonyl]alnino}-l,3-thiazol-4-yl)-NJ^- 

10 diisopropylacetamide 

The title compound was prepared by coupling'of INTERMEDIATE 14 and 2,4- 
.dichloro-6-methylbenzenesulfonyl chloride according to METHOD B: MS (lonspray. 
[M-HD m/z 462.2. 

15 EXAMPLE 126A 

N^-diisopropyH-(2-{[(2,4,6-trichlorophenyI)sulfonyllamino}-l,3-thiazol-4- 

yl)acetainide .. 

The title compound was prepared by coupling of INTERMEDIATE 14 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to METHOD B: MS (lonspray* |M-H]") 
20 m/z 482.3. 

EXAMPLE 127A 

2-(2-{((3-Chloro-2-methyIphenyl)sulfonyllamino}-l,3-thiazol-4-yl)-N,N- 

diisopropylacetamide 
25 The title con^)ound was prepared by coupling of INTERMEDL\TE 14 and 3-chloro- 
. 2-methylbenzenesulfonyl chloride according to METHOD B: MS (lonspray, [M-HH 
m/z 427.9. . 

EXAMPLE 128A . 
30 2-(2-{[(3-Chloro-2-methyIphenyl)sulfonyllamino}-l,3-thiazol-4-yl>N,N- 

dipropylacetamide 
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The title compound was prepared by coupling of INTERMEDIATE 15 and 3-chloro- 
2-methylbenzenesulfonyl chloride according to METHOD B: MS (lonspray, [M-H]") 
m/z 428.3. 

5 EXAMPLE 129A 

N-benryl-2-(2-{[(3-chloro-2-methyIphenyl)sulfonyI]amino}-l,3-thiazol-4^^ 
methylacetamide 

The title compound was prepared from EXAMPLE 87A according to METHOD E in 
51% yield, using N-methylbenzylamine: MS (electronspray, [M+H]^ m/z 450.2. 

10 

EXAMPLE 130A 

N-benzyl-2-(2-{[(3-chloro-2-methylphenyl)sulfonyllamino}-l,3-thiazol-4-yl)-N- 
ethylacetamide 

The title compound was prepared according to METHOD F, from EXAMPLE 87A. 
15 After the workup and purification by flash chromatography a pink soUd (346 mg, 
75%) was obtained: MS (lonspray, [M+H]^ m/z 464.0; Anal. Calcd (found) for 
C21H22CIN3O3S2: C 54.4 (54.2)%, H 4.8 (4.7)%, N 9.1 (9. 1)%. 

EXAMPLE 131 A 

20 2-(2-{[(3<:hloro-2-methylphenyl)sulfonyl]ainino}-l,3--thiazol-4-yl)^N,N- 
dimethylacetamide 

The tide compound was prepared according to METHOD D, from EXAMPLE 8 A. 
After workup and purification by flash column chromatography a pink solid (75 mg, 
38%) was obtaine± mp 84-84 *^C; MS (lonspray, [M+H]*) m/z 374.0; Anal. Calcd 
25 (found) for C14H16CIN3O3S2: C 45,0 (44.8)%, H 4.3 (4.5)%, N 1 1.2 (1 1.0)%. 

EXAMPLE 132A 

2-(2-{[(3-Chloro-2-methylphenyl)suIfonyIlamino}-l,3-thiazol-4-yl)-N-cycIohexyl- 
N-methylacetamide 

30 The tide compound was prepared from EXAMPLE 87A according to METHOD E in 
52% yield, using N-methylcyclohexylamine: MS (electronspray, [M+H]"^ m/z 442.2. 
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EXAMPLE 132B 

3-Chloro-N-{4-[2-(3,4-dihydro-2(iH)-isoquinolinyl)-2-oxoethy 
2*niethylbenzenesulfonamide 

5 The title compound was prepared from EXAMPLE 87A according to METHOD E in 
29% yield, using 3,4-diliydro-2(lH)-isoqiiinoline: MS (electronspray, [M+H]"^ m/z 
462.0. 

EXAMPLE 133A 

10 2-(2-{I(3-ChIoro-2-methyIphenyl)sulfohyI]amino}-l,3-thia2ol-4-yl)-N-methyl-N- 
phenylacetamide 

The title compound was prepared from EXAMPLE 87 A according to METHOD E in 
57% yield, using N-methylaniline: MS (electronspray, [M+H]^ m/z 436.2. 

15 EXAMPLE 134A 

2-(2-{[(3-Ctiloro-2-methylphenyI)suIfonyIlamino}-l^-thiazol-4-yl)-N-is^ 
methylacetamide 

The title compound was prepared from EXAMPLE 87A according to METHOD E in 
66% yield, usmg N-methylisopropylamine: MS (electronspray, [M+H]*) m/z 402.2. 

20 

EXAMPLE 135A 

2-{2-Kll»l'-Biphenyl]-4.ylsulfonyl)aminol-l,3-thiazol-4-yl}-N4sopropyI-N^ 
methylacetamide 

The title compound was prepared by coupling of INTERMEDIATE 9 and 4- 
25 biphenylsulfonyl chloride according to METHOD B giving 108 mg (47%) of product: 
MS (electronpray, [M-H]^ m/z 428.4. 

EXAMPLE 136A 

N-ethyl-N-methyl-2-(2-{[(2,4,6-trichlorophenyl)sulfonyllamino}-l,3-thiazol-4- 
30 yl)acetamide 
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The title compound was prepared by coupling of INTERMEDIATE 8 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to METHOD B giving 180 mg (75%) of 
product: MS (electrospray, [M-H]") m/z 440.2. 

5 EXAMPLE 137A 

2-(2-{[(2,4-DichIoro-6-methylphenyl)suIfonyllamino}-l,3-thiazoI-4-yI)-N-ethyl^^^ 

methylacetamide 

The title compound was prepared by coupling of INTERMEDIATE 8 and 2,4- 
dichloro-6-methylbenzenesulfonyl chloride according to MiBTHOD B giving 27 mg. 
10 (12%) of product: MS (electrospray, [M-H]") m/z 420.2. 

EXAMPLE 138A 

N-ethyl-N-methyl-2-(2-{[(4-propylphenyl)sulfonyllamino}-l,3-thiazol-4- 
yl)acetamide 

15 The title compound was prepared by coupling of INTERMEDIATE 8 and 4-n- 

propylbenzenesulfonyl chloride according to METHOD B giving 113 mg (56%) of 
product: MS (electronspray, [M-H]") m/z 380.3. 

EXAMPLE 139A 

20 2.{2-[([l,l'-Biphenyll-4.yIsulfonyl)amino]-l^-thiazol-4-yI}-N-ethyl-N- 
methylacetamide 

The tide conipound was prepared by coupling of INTERMEDIATE 8 and 4- 
biphenylsulfonyl chloride accdrding to METHOD B giving 143 mg (64%) of product: 
MS (electronspray, [M-H]^ m/z 414.3. 

25 

EXAMPLE 140A 

H2-{[(3-Chloro-2-methylphenyl)suIfonyl]amino}-l,3-thiiazol-4-yI)-N-ethyl-N- 
methyiacetamide 

The title compound was prepared from EXAMPLE 87 according to METHOD E in 
30 63% yield, using N-methylethylamine: MS (electronspray, [M+H]^ m/z 388.2. 
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EXAMPLE 141A 

2- (2-.{l(3-Chloro-2-methylphenyl)sulfonyllamino}-l^thiazol-4-yl)-N-methyl-N- 
[(lS)-l-phenylethyl]acetamide 

Thfi title compound was prepared fixnn EXAMPLE 87A according to METHOD E in 
. 5 45% yield, using (lS>l-phenyleti[iylainine: MS (electronspray, [M+H]*) m/z 464.2. 

EXAMPLE 142A 

3- Chloro-2-methyl-N- {4-I2-oxo-2-(l-pyrrolidinyI)ethyl]-l^-thiazol-2- 
yl}benzenesulfonainide 

10 The title compound was prepared according to METHOD G, from EXAMPLE 8 A. 

After workup and purification by flash column chromatography a pale brown foam 
^ was obtained. This material was recrystallized firom methanol to yield 139 mg (66%) 

of amber-coloured crystals: mp 107 °C; MS (lonspray, [M+H]*) m/z 400.0; Anal. 

Calcd (found) for CisHigCINaOsSz • 1 MeOH • 0.25 H2O: C 46.8 (46.8)%, H 5.2 
15 (5.2)%, N 9.6 (9.5)%. 

EXAMPLE 143A 

3-ChIoro-2-methyl-N-{4-I2-oxo-2-(l-piperidiiiyl)ethyll-l^-thiazoI-2- 
yI}benzenesulfonamide 
20 EXAMPLE 8A (200 mg, 0.53 mmol) was heated for 3 days in piperidine (2 mL) at 
100 °C in a Heck vial. The reaction mixture was allowed to cool to roprn temperature 
and upon standing, brown crystals formed ihat were collected on a filter: MS 
(lonspray, [M+H]*) m/z 414.2. 

.25 EXAMPLE 144A 

N-{4-[2-oxo-2-(l-piperidinyl)ethyl]-l^-thiazol-2-yl}[l,l'-biphenyI]-4-sulfonamitle 
The title compound was prepared by coupling of INTERMEDL\TE 13 and 4- 
biphenylsulfonyl chloride according to METHOD B giving 122 mg (51%) of product: 
MS (electronspray, [M-H]") m/z 440.4. 

30 

EXAMPLE 145A 
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N-{4-[2-oxo-2-(l-piperidinyI)ethyl]-ly3-thiazol-2-yl}-4*propyIbenzenesulfona 
The title compound was prepared by coupling of INTERMEDIATE 13 and 4-n- 
propylbenzenesulfonyl chloride according to METHOD B giving 146 mg (66%) of 
product: MS (electronspray, [M-HJO m/z 406.4. 

5 

EXAMPLE 146A 

2,4-Dichloro-6-methyl-N-{4-[2-oxo-2-(l-piperidiny0ethyIl-l,3-thiazol-2 
yI}benzenesulfonamide 

The title compound was prepared by coupling of INTERMEDIATE 13 and 2,4- 
10 dichloro-6-methylbenzenesulfonyl chloride according to METHOD B giving 168 mg 
(69%) of product: MS (electronspray, [M-Hl'O m/z 446.3. 

EXAMPLE 147A 

2,4,6-Trichloro-N-{4-[2-oxo.2-(l-piperidinyl)ethyll-l,3-thiazoI-2- 
15 yI}benzenesuIfonamide 

The title compoimd was prepared by coupling of INTERMEDL\TE 13 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to METHOD B giving 156 mg (62%) of 
product: MS (electronspray, [M-H]") m/z 466.3. 

20 EXAMPLE 148A 

3-Chloro-2-methyI-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l^-thiazol-2- 
yl} benzenes ulfonamide 

The title compound was prepared according to METHOD F, from EXAMPLE 87A. - 
After ttie workup and purification by flash chromatography a pink foam was obtained. 
25 This material was recrystallized from methanol to give pink crystals (0.83 g, 69%): mp 
208-209 °C; MS (lonspray, [M+H]") m/z 416.0; Anal. Calcd (found) for 
C16H18CIN3O4S2: C 46.2 (46.0)%, H 4.4 (4.6)%, N 10. 1 (10.0)%. 

EXAMPLE 149A . 

30 2,4,6-Trlchloro-N-{4-(2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2- 
yl}benzenesulfonamide 
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The tide compound was prepared by coupling of INTERMEDIATE 10 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to the preparation of EXAMPLE 152A 
giving 162 mg (64%) of product: MS (electronspray, [M-H]") m/z 470.1. 

EXAMPLE 150A 

2,4-DichIoro-6-methyl-N*{4-[2-(4-morpholinyl)-2-oxoethyl]-^ 
yI}benzenesuIfonamide 

The title compound was prepared by coiq)ling INTERMEDIATE 10 and 2,4-dichloro- 
6-me1hylbenzenesulfonyl chloride according to the preparation of EXAMPLE 152A 
giving 111 mg (46%) of product: MS (electronspray, [M-H]^ m/z 448.1. 

EXAMPLE 151A , 

N-{4-[2-(4-morpholinyi)-2-oxoethyI]-l,3-thiazol-2-yl}[l,l'-biphenyl]-4- 
sulfonamide 

INTERMEDL\TE 10 (123 mg, 0.54 mmol) and DMAP (66 mg, 0.54 nunol) was 
mixed with TEA (0.15 mL, 1.08 mmol) and DMF (1 mL). 4-Biphenylsulfonyl chloride 
(137 mg, 0.54 mmol) was added. The mixture was left at room temperature overnight, 
then petrol ether (35 mL) was added. The oil that separated was purified by 
chromatography on silica gel (15 mL), eluting with DCM and 5% MeOH/DCM giving 
22 mg (9%) of the title compound: MS (electronspray, [M-H]") m/z 442,2. 

EXAMPLE 152A. 

N-{4-[2-(4-morpholinyi)-2-ox6ethyIl-l,3-thiazol-2-yl}-4. 
propylbenzenesulfonamide 

INTERMEDIATE 10 (123 mg,.0.54 mmol) and DMAP (66 mg, 0.54 mmol) was 
mixed with pyridine (1 mL) and cooled in ice. 4-«-PropylbenzenesuIfonyl chloride 
(118 mg, 0.54 mmol) was added. The mixture was kept at 4 °C overnight The reaction 
mixture was then heated to 50 **C over 1.5 h, cooled and left at room temp for 4.5 h. 
The solvent was evaporated and the residue purified by flash-chromatography on silica 
gel with 0-5% MeOH/DCM as eluent giving 122 mg (55%) of the titie compound: 
MS (electronspray, [M-H]') m/z 408.3 . 
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EXAMPLE 153A 

2,4-Dichloro-N-{4-[2-(4-morpholinyl)-2-oxoethyll-l,3-thiazol-2- 
yl}beiizenesuIfonaniide 

INTERMEDIATE 10 (0.227 g, 1.00 mmol) and DMAP (0.122 g, 1.00 mmol) were 
dissolved in DMF (2.0 mL) and diisopropylethylamine (0.2S8 g, 2.00 mmol) and 
DCM (1.5 mL). 2,4-Dichlorobenzenesulfonyl chloride (0.245 g, 1.00 mmol) inDCM 
(1.0 mL) yras added to the mixture and Ibe reaction stirred over night The reaction 
nuxture was filtered though Hydromatrix column treated with aqueous hydrogen 
chloride (10. mL, 1 M) and eluted with DCM. The washings were concentrated and 
purified by silica chromatography using DCM/metiianol (95:5) to give 177 mg (41%) 
of the title compound vrilh HPLC purity >90%: MS (Ion spray, [M-H]') m/z 434.2; 
436.2,438.2. 

EXAMPLE 154A 

4-ChIoro-2,6-dimethyI-N-{4-[2-(4-morphoIinyl)-2-oxoethyl]-l^-thiazDl-2- 
yl}benzenesulf6namide 

The title compound was prepared according to EXAMPLE 153A, using 4-chloro-2,6- 
dimethyl-benzenesulfonyl chloride to give 43 mg (10 %) of product with HPLC purity 
>90%: MS (Ion spray, [M+H]"^ m/z 430.0. 

EXAMPLE 155A 

N-{4-[2-(4-morphoIinyl)-2-oxoethyl]-l^-thiazoI-2-yl}-4- 
phen oxybenzenesulfonamide 

The title compound was prepared according to EXAMPLE 153 A, using 4- 
phenoxybenzoiesulfonyl chloride to give 1 17 mg (25 %) of product with HPLC purity 
of 90%: MS (ion spray, [M-HD m/z 458.3 . 

EXAMPLE 156A 

2-MethyI-N-{4-[2-(4-morphoilnyl)-2-oxoethyl]-l,3-thiazoI-2-yI}-4- 
(trifluoromethoxy)benzenesulfonamide 
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The title compound was prepared according to EXAMPLE 153 A, using 2-methyM- 
(trifluoromeflioxy)benzenesulfonyl chloride to give 129 mg (29 %) of product with 
HPLC purity >90%: MS (Ion spray. [M-H]") m/z 464.2. 

EXAMPLE 157A 

N-{4-[2<4^morpholinyI)-2-oxoethyl]*l,3-thiazol-2-yI}-2,4- 
bis(trifluoroinethyl)benzenesulfonamide 

The title compound was prepared according to EXAMPLE 153 A, using 2,4- 
bis(trifluoromethyl)benzenesulfonyl chloride to give 98 mg (19 %) of product with 
HPLC purity >90%: MS (Ion spray, [M-H]0 m/z 502.2. 

EXAMPLE 158A 

4-Bromo-2-methyl-N-{4-[2-(4-morphoIinyI)-2-oxoethyl]-l^-thiazol-2- 
yI}benzenesuIfonamide 

The title compound was prepared accordmg to EXAMPLE 153 A, using 4-bromo-2- 
mediyl-benzenesulfonyl chloride to give 73 mg (16 %) of product with HPLC purity 
>90%: MS (Ion spray, [M+H]t) m/z 460.0, 462.0. 

EXAMPLE 158B 

4-(2-Furyl)-N-{4-[2-(4-morphoIinyl)-2.oxoethyll-l,3.thiazol-2- 
yl} benzenesulfonami de 

The tide compound was prepared from furaa-2-boronic acid (17 mg) as described in 
the synthetic METHOD L to give a beige solid (1 1.6 mg) with purity >8G%. MS (pos) 
m/z 434.1. 

EXAMPLE 158C 

3'-Fluoro-6'-methoxy-N-{4-I2-(4-morphoIinyl)-2-oxoethyll-l,3-thiazol-2-^^ 
biphenyI]-4-sulfonamide 

The tide compound was prepared from 5-fluoro-2-methoxyphenylboronic acid (25 
mg) as described in the synthetic METHOD L to give a white solid (33,3 mg) with 
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purity >90%: MS (pos) vaJz 492.0; HRMS mlz 491.0987 (calc. of monoisotopic mass 
foj C22H22FN3O5S2 gives 491.0985). 

EXAMPLE 158D 

4-(S-Methyl-2-thienyi)-N-{4-{2-(4-inorpholinyl)-2-oxoethyl]-l,3-thiazol-2- 
yl} benzenesulfonamide 

The tide compound was prepared from S-mediyliMophene-2-boraiiic acid (21 mg) as 
described in the synthetic METHOD L to give a white solid (7. 1 mg) with purity 
>90%. MS (pos) m/z 464.1. 

EXAMPLE 158E 

3'-Acetyl-N-{4-[2-(4-morpholinyl)-2-oxoethy!]-l^thiazol-2-yl}[l,l'-biphenyl]-4- 
sulfonamide 

The title compound was prepared from 3-acetylphenylboronic acid (25 mg) as 
described in the synthetic NffiTHOD L to give a white solid (33.2 mg) widi purity 
>90%. MS (pos) m/z 486.1. 

EXAMPLE 158F 

N-{4-(2-(4-Morpholinyl)-2-oxoethyll-l^-thia2ol-2-yl}-4'-(trifluoromethoxy)[l,l'- 
biphenyl]-4-sulfonamide 

The title compound was prepared from 4^(trifluoromethoxy)benzeneboromc acid (31 
mg) as described in the synthetic METHOD L to give a white solid (30.4 mg) with 
purity >90%. MS (pos) m/z 528.1. 

EXAMPLE 158G 

3',4'-Dichloro-N-{4-[2-(4-morphGlinyl)-2-oxoethyl]-l,3-thiazoI-2-yl}[l,l'- . 
biphenyI]-4-suIfonamide 

The title compound was prepared from 3,4-dichlorophenylboromc acid (29 mg) as 
described in the synthetic METHOD L to give a white solid (27.3 mg) with purity 
>90%: MS (pos) m/z 512.0, 514.0; HRMS m/z 51 1.0196 (calc. of monoisotopic mass 
for C2iH,9Cl2N304S2 gives 51 1.0194). 
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EXAMPLE 158H 

4-(l,3.Benzodioxol-S-yl>N-{4-[2-(4-morpholinyI)-2-oxoethyll-l,3-th^ 
yI}beiizenesuIfonamide 
5 The title compound was prepared from 3,4-methylenedioxyphmylboroiiic acid (25 
mg) as described in flie synthetic METHOD L to give a brown solid (5.2 mg) with 
purity >80%. MS (pos)m/z 488,1. 

EXAMPLE 1581 

10 4-(5-chloro-2-thieny!)-N-{4-I2-(4-morpholinyl>-2-oxoethyll-l,3-thiazol-2- 
yI}benzenesulfoiiamide 

The title compound was prepared from 5-chlorothiophene-2-boronic acid (24 mg) as 
described in the synthetic METHOD L to give a white solid (5. 1 mg) with purity 
>90%. MS (pos) m/z 484.0, 486.0. 

15 

EXAMPLE 158J 

N-{4-[2-(4-]VIorphoIinyI>-2-oxoethyIl-l,3-.thiazoI-2-yl}-4-(4- 
pyridinyl)benzenesulfonamtde 

The title compound was prepared from pyridine-4-boromc acid (18 mg) as described 
20 in die synthetic METHOD L, but at a temperature of 100 °C and with more 

palladium(II)acetate (4 mg) added, to give a white solid (4.0.mg) with purity >90%. 
MS (pos) m/z 445.0. 

EXAMPLE. 158K 

25 N-{4'-[({4-[2:<4-morpholinyl)-2-oxoethyIl-l,3-thia2ol-2-yl}amino)suIfonyl][ 
biphenyl]-3-yI}acetamide 

The tide compoimd was prepared from 3-acetamidobenzeneboronic acid (27 mg) as 
described in the synthetic METHOD L to give a vsiiite solid (3.0 mg) with purity 
>90%. MS (pos) m/z 501.2. 

30 

EXAMPLE 158L 
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N-{4-[2-(4-MorpholinyI)-2-oxoethyIl-l,3-thiazo|.2-yIH-(3- 
thienyl)benzenesuIfonaniide 

The title compound was prepared from thiophene-3-boronic acid (19 mg) as described 
in die synthetic METHOD L to give a beige solid (22.4 mg) with purity >90%: MS 
5 (pos) m/z 450.0; HRMS m/z 449,0543 (calc. of monoisotopic mass for C19H19N3O4S3 
gives 449.0538). 

EXAMPLE 158M 

N-{4.[2-(4-MorphoIinyl)-2-oxoethyIl-l,3-thiazoI-2.yI}-4-(2- 
10 thienyl)benzenesulfonamide 

The tide compound was prepared from thiophene-2-boromc acid (19 mg) as described 
in the synthetic METHOD L to give a beige solid (6 . 1 mg) with purity >90%. MS 
(pos) m/z 450.1. 

15 EXAMPLE 158N 

4'-[({4-[2-(4-Morpholinyl>.2-oxoethyll-l,3-thiazol-2-yl}amino)sulfonyII(ia 
biphenyl]*4-carboxyIic acid 

The title compound was prepared from 4-carboxyphenylboromc acid (25 mg) as 
described in the synthetic METHOD L to give a white solid (12.4 mg) with purity 
20 >80%. MS (pos) m/z 488.1. 

EXAMPLE I580 

4'-(MethyIsulfanyl)-N.{4-[2.(4-raorphoiinyl)-2-oxoethyll-l^-thiazol-2-yl}[l,l'- 
biphenyl]-4-sulfonamide 

25 The title compound was prepared from 4-(methylthio)phenylboronic acid (25 mg) as 
described in the synthetic METHOD L to give a beige solid (30.0 mg) with purity 
>90%. MS (pos) m/z 490. 1. 

EXAMPLE 158P 
30 N-{4-[2-(4TMorphoIinyl)-2-oxoethyll-l,3-thlazol-2-yl}-3',5'- 
bis(trifluoromethyl)[l,l*-biphenyl]'4-sulfonamide 
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The tide confound was prepared from 3,5-bis(trifluoromediyl)plienylboronic acid (39 
mg) as described in the synthetic METHOD L to give a beige solid (39,6 mg) with 
purity >90%. MS (pos)m/2 580.1. 

5 EXAMPLE 158Q 

4'.Chloro-N-{4-[2-(4-morpholinyl>2-oxoethyll-l^-thiazol-2-yl}[l,l'-biphenyIl 
sulfonamide 

The title compound was prepared from 4-chlorophenylboroiiic acid (23 mg) as 
described in the synthetic METHOD L to give a beige solid (31.1 mg) with purity 
10 >90%. MS (pos) m/z 478. 1 . 

EXAMPLE 158R 

N-{4-l2-(4-Morpholinyl)-2-oxoethyll-l^-thiazoi-2-yl}-3'-nitr6[l,l'-biphenyl]-4- 
sulfonamide 

15 The title compound was prepared from 3-nitrophenylboronic acid (25 mg) as described 
in the synthetic METHOD L to give a white solid (34.8 mg) with purity >90%: MS 
(pos) m/z 489.1; HRMS m/z 488.0827 (calc. of monoisotopic mass for C21H20N4O6S2 
gives 488.0824). 

. 20 EXAMPLE 158S 

4-(l-Beiizofuran-2-yl)-N-{4-[2-(4-'morpholinyl)-2-oxoethyI]--l^-thiazol-2- 
yl} benzenesuifonamide 

The title compound was prepared benzo[B]fixran-2-boronic acid (24 mg) as described 
in the syntiietic METHOD L to give a yellow solid (4.7 mg) with purity >80%. MS 
25 (pos) m/z 484.0. 

EXAMPLE 158T 

N-{4-[2-(4-Morpholinyl)-2-oxoethyl]-l,3-thiazoI.2-yl}.4.(l- 
pyrrolidinyl)benzenesulfonamide 
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The title compound was prepared from pjorolidine (71 mg) as described in the 
synthetic METHOD N to give a solid (0.6 mg) with piuity >90%. MS (pos) m/z 
437.0. 

5 EXAMPLE 158U 

4-(4-Methyl-l-piperidinyI)-N-{4-[2-(4-morpholinyI)r2-oxoethyl]-l,3-t^^^ 
yiybenzenesulfonamide 

The title compound was prepared from 4-methylpiperidme (99 mg) as described in die 
synthetic METHOD N to give a solid (2. 1 mg) wifli purity >80%. MS Opos) m/z 
10 465.2. 

EXAMPLE 158V 

. 4-Anilino-N- {4-[2-(4-morpholiny l>-2-oxoethyl]-l,3-thiazol*2- 
yl}benzenesulfonamide 

15 The titile compound was prepared from aniline (93 mg) as described in the synthetic 
METHOD N to give a solid (4.6 mg) with purity >90%. MS (pos) m/z 459.2. 

EXAMPLE 158W 

4-(Benzylamino)-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2- 
20 yl}benzenesuIfonamide 

The title compound was prepared from benzylamine (16 mg) as described in the 
synthetic METHOD M to give a solid (2.0 mg) with purity >80%. MS (pes) m/z 
473.2. 

25 EXAMPLE 158X 

N-{4-[2-(4-MorphoUnyl)-2-oxoethyll-l,3-thiazoI-2-yi}-4-[(2- 
thienyImethyI)amino]benzenesulfonamide 

The title compound was prepared from thiophene-2-methylamine (1 13 mg) as 
described in the synthetic METHOD N to give a solid (0.7 mg) with purity >90%. MS 
30 (pos) m/z 479. L 
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EXAMPLE 158Y 

4-(4-Morpholinyl)-N-{4-[2-(4-morphoIinyl)-2-oxoethyll-l,3-thiM^ 
y 1} benzenesulfonamide 

The tide compound was prepared from morpholine (13 mg) as described in the 
5 synthetic METHOD M to give a solid (8.3 mg) with purity >90%. MS (pos) m/z 
453,1. 

EXAMPLE 158Z 

4-(4-Methyl-l-piperazinyI)-N-{4-[2-(4-morphoIinyl>2-oxoethylI-l»3-thiazol-2- 
10 yl} benzenesulfonamide 

The tide compound was prepared from iV'-mediylpiperazine (15 mg) as described ixs the 
synthetic METHOD M to give a solid (3.9 mg) with purity >80%. MS (pos) m/z 
466.2. 

15 EXAMPLE 158ZA 

N-{4-[2-(4-Morpholinyl)-2-oxoethyll-l,3-thiazol-2-yl}-4-[(3- 
pyridinylmethyI)amino]benzenesulfonamide 

The title compound was prepared from 3-(aminomethyl)pyridine (108 mg) as 
described in the synttietic METHOD N to give a solid (0.9 mg) with purity >70%. MS 
20 (pos) m/z 474.1. 

EXAMPLE 159A 

2,4-DichIoro-6-methyl-N-{5-methyl-4-[2-(4-morpholinyI>-2-oxoethyli-i;3-thiazol- 
2-yI}benzenesuIfonamide 
25 The title compoimd was essentially prepared according METHOD B from 

INTERMEDIATE 16 and 2,4^dichloro-6-methylbenzenesulfonyl chloride. This 
procedure gave ivoiy crystals after recrystallization from medianol (1 17 mg, 60%): mp 
186-187 X; MS (lonspray, [M+H]"^) m/z 464.0. 



30 EXAMPLE 160A 
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N-{5-methyM-[2-(4-morpholinyl)-2-oxoethyi]*l,3-thiazol-2-yI}[l,l*-biphenyl]-^^ 
sulfonamide 

The title compound was essentially prepared according METHOD B from 
INTERMEDIATE 16 and 4-biplienylsulfonyl chloride. This procedure gave an off- 
5 white solid material after column chromatography and trituration witii methanol (75 
mg, 39%): mp 204-206 °C; MS (lonspray, [M+H]'^ m/z 458.0; Anal. Calcd (found) 
for C22H23N3O4S2 • 1 H2O: C 55.6 (55.2)%, H 5.3 (5.3)%, N 8.8 (8.9)%. 

EXAMPLE 161A 

10 2,4,6-trichloro-N-{5-methyi-4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2- 
y 1} benzenesulfonamide 

The title compound was essentially prepared according METHOD B from 
INTERMEDIATE 16 and 2,4, 6-trichlorobenzenesulfonyl chloride. This procedure 
gave ivory ciystals after recrystallization from methanol (151 mg, 74%): mp 216-217 
15 ^'C; MS (lonspray, [M+H]"^ m/z 486.0; Anal. Calcd (found) for C16H16CI3N3O4S2 ' 1 
CH3OH: C 39.5 (39.2)%, H 4.0 (3.9)%, N 8. 1 (8. 1)%. 

EXAMPLE 162A 

3-chIoro-2-methyl-N-{5rmethyl-4-[2-(4-morphoIinyl)-2-oxoethyl]-l,3-thiazol-2- 

20 yl} benzenesulfonamide ' 

The title compound was essentially prepared according METHOD B from 
INTERMEDIATE 16 and 3-chloro-2-methylbenzenesulfonyl chloride. This procedure 
gave ivory crystals after recrystallization from methanol (105 mg, 58%): mp 194-195. 
°C; MS (lonspray, [M+H]*) m/z 430.2; Anal. Calcd (found) for C17H20CIN3O4S2 • 0.5 

25 H2O: C 46.5 (46.9)%, H 4.8 (4.6)%, N 9.6 (9.6)%. 

EXAMPLE 163A 

3-Chloro-N-(4-{2-[(2R,6S)-2,6-dimethylmorpholinyl]-2-oxoethyl}-l^-thiazol-2- 
yl)-2-methylbenzeiiesulfonamide 
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The tide compound was prepared in 19% yield from EXAMPLE 87A and m-(2R,6S)- 
2,6-dimethylmorpholine according to die preparation of EXAMPLE 171A; MS 
(electronspray, [M-H]0 442.3. 

5 EXAMPLE 164A 

3-ChIoro-2-methyl-N-(4-{2-[(lS,4S)-2.oxa-5-azabicycIoI2.^ 
oxoethyl}-l,3-thiazoi-2-yI)benzenesuIfonamide 

EXAMPLE 87A (40 mg, 0.115 mmol), (lS,4SH+>2-aza-5-oxabicyclo[2.2.1]lieptane 
hydrochloride (16 mg, 0. 12 mmol) and DMAP (15 mg, 0. 12 mmol) were dissolved in 
10 DMF (0.3 mL). EDCI (2J mg, 0. 12 nmiol) was added followed by 

diisopropylethylamine (41 p.L, 0.24 mmol). The solution was left overnight, 
evaporated in vacuum and die residue purified by flash-chromatography on silica gel 
widi 2% and 5% metiianoLfDCM as eluent. Yield 36 mg, 73%: MS (electronspray, 
[M--H]")ni/z 426.3. 

15 

EXAMPLE 165A 

3-Chloro-2-methyl-N-{4-[2-oxo-2-(4-thiomorphoIinyI)ethyll-l,3-thiazol-2- 
y 1} benzenesulf 0 na mide 

The tide compound was prepared according to METHOD G, from EXAMPLE 8A 
20 using thiomorpholine. After the workup and pxuification by flash chromatography a 
pale pink solid (150 mg, 66%) was obtained: mp 103-106 °C; MS (lonspray, [M+H]"^ 
m/z 432.2; Anal. Calcd (found) for C16H18CIN3O3S3: C 44.5 (44.4)%, H 4.2 (4.4)%, N 
9.7(9.5)%. 

25 EXAMPLE 166A 

N-{4-[2.oxo-2-(4.thiomorpholinyI)ethyll.l^-thiazol-2-yi}Il,l'.biphenyll^ 
sulfonamide 

The tide compound was prepared by coupling of INTERMEDIATE 12 and 4- 
biphenylsulfonyl chloride according to METHOD B, yielding 104 mg (42%) of die 
30 product. MS (electronspray, [M-H]^ m/z 458.3. 
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EXAMPLE 167A 

N-{4-[2-oxo-2-(4-thiomorphoIinyI)ethyll-l,3-thiazol-2-yl}-4- 
propyibenzenesulfonamide 

The title compound was prepared by coupling of INTERMEDIATE 12 and 4-n- 
5 propylbenzenesulfonyl chloride according to METHOD B, yielding 171 mg (74%) of 
the product: MS (electronspray, [M-Hp) m/z 424.2. 

EXAMPLE 168A 

2,4-DichIoro-6-methyl-N-{4-{2-oxo-2-(4-thiomorpholinyl)ethyll-l,3-thiazoM 
10 yl}benzenesulfonamide 

The tide compound was prepared by coupling of INTERMEDIATE 12 and 2,4- 
dichloro-6-methylbenzenesulfonyl chloride according to METHOD B, yielding 145 
mg (57%) of the product: MS (electronspray, [M-H]") m/z 464.3. 

15 EXAMPLE 169A 

2»4,6-TrichIoro-N-{4-[2-oxo-Z-(4-thiomorpholinyl)ethyl]-l,3-thiazol-2- 
yl}benzenesuIfonamide 

The title compound was prepared by coupling of INTERMEDIATE 12 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to METHOD B, yielding 114 mg (43%) 
20 of die product: MS (electronspray, [M-H]") m/z 484. 1. 

EXAMPLE 170A 

N-{4-[2-(l,l-dioxido-4-thioniorpholinyl)-2-oxoethylI-l^-thiazoI-2-yl}-4- 
propylbenzenesulfonamide 

25 EXAMPLE 167A (43 mg, 0. 1 nunol) was mixed witfi methanol (1 mL) aad cooled in 
ice. Oxone (potassium peroxymonosul£ite, 74 mg, 0.12 mmol) dissolved ia water (81 
mL) was added slowly. The mixture was stirred at room temperature overnight 
Methanol was evaporated, water was added and the mixture was neutralized with 
sodium bicarbonate and extracted with DCM. The product was purified by 

30 flash. chromatography using 5% methanol/DCM as eluent. Yield 16 mg, 35%: ^H 
NMR (DMSO) 5 7.65 (d, 2H), 7.35 .(d, 2H), 6,5 (s, IH), 3.85 (m, 4H), 3.75 (s, 2H), 
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3.25 (m, 2H), 3.1 (m, 2H), 2.6 (t, 2H), 1.6 (m, 2H), 0.9 (t, 3H). MS-ES (neg) m/z 
456.2: 

EXAMPLE 171A 

5 Tert-butyI4-[(2-{[(3H:hloro-2-methylphenyl)sulfonyl]amino}-i;^^ 
yl)acetyI]-l-piperazinecarboxylate 

EXAMPLE 87A (278 mg, 0.8 mmol), t-butyl l-pipera2dnecaiboxylate (126 mg, 1.6 
mmol) and DMAP (25 mg, 0.2 mmol) were stirred in DMF (3 mL). After 3 days, the 
DMF was removed at the rotavapor and the residue was purified by flash 
10 chromatography on silica gel with 5% mefhanol/DCM as eluent yielding 1 1 1 mg 
(27%) of die title compound: NMR (CDCI3) 5 7.98 (d, IH), 7.53 (d, IH), 7.22 (t, 
IH), 6.35 (bs, IH), 3.81 (s, 2H), 3.3-3.65 (m, 9H), 2.60 (s, 3H), 1.44 (s, 9H). MS-ES 
(neg) m/z 513.2. . 

15 EXAMPLE 171B 

N-{4-[2-(4-AcetyH-piperazinyl)-2-ox6ethyl]-l,3-thiazol-2-yI}-3-chloro-2- 
methylbenzenesulfonamide 

This compound was prepared following the procedure for the synthesis of EXAMPLE 
171A using N-acetylpiperazLne. This method gave 133 mg (49%) of the tide 
20 compound after purification: NMR (DMSO) 5 7.90 (d, IH), 7.67 (d, IH), 7.39 (t, 
IH), 6.52 (s, IH), 3.68 (s, 2H), 3.4-3.5 (8H), 2.64 (s, 3H), 2.02 (s, 3H). MS-ES neg 
m/z 455.4. 

EXAMPLE 172A 

25 3-Chloro-2-methyl-N-{4-[2-(4-methyl-l-piperazinyl)-2-oxoethyl]-l^-thiazol-2- 
yl}benzenesulfonamide trifluoroacetate 

To an ice-cold suspension of EXAMPLE 8 A (2.43 g, 6^44 mmol) in DCM (60 mL) 
was HOBT (0.98 g, 6.44 mmol), EDCI (1.23 g, 6.44 mmol) and EtaN (1.30 g, 12.89 
mmol) added. The mixture was stirred for 10 minutes when 1-methylpiperazine (704 
30 mg, 7.03 mmol) was added. The reaction was going on at room temperature over night 
and was then extracted with 1 M HCl containing some brine. The product solidified in 
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the organic phase, which was separated. The solvent was evaporated and the residue 
was dissolved in TFA» The solution was put on top of a column and the crude material * 
was purified by reversed phase flash chromatography on LiChroprep RP-18. The 
product was gradient eluting with (acetonitrile m H2O / 0.4 % cone. HCl). Pure 
S fractions were pooled and the solvent volume was reduced by approximately 70 %. A 
precipitate was formed which was centrifiiged and the clear yellow solvent was 
removed. The solid was dried under vacuum at 60 ^'C giving a white solid (L30 g, 2.79 
mmol, 48 %): Mp 245 °C dec; MS (lonspray, [M+H]^ miz 428; Anal. Calcd. (found) 
for C17H21CIN4O3S2 • 1 HCl - 0.4 H2O: C 43.2 (43.2) % H 4.9 (4.9) % N 1 1.8 (1 1.9) %. 

10 

EXAMPLE 173A 

3.Chlbro-2-methyl-N-{4-[2-6xo-2-(l-piperazinyl)ethyH-l,3-thiazol-2- 
yl}benzenesuIfohamide trifluoroacetate 

The title compound was prepared from EXAMPLE 171 A as described for the BOC- 
15 deprotection procedure in the preparation of EXAMPLE 177 A: MS-ES (neg) m/z 
415.2. 

EXAMPLE 174A 

2-Methyl-N-{4-[2-(4-methyH-piperazinyl)-2-oxoethyll-l,3-thiazol-2-yi}-4- 

20 (trifluoromethoxy)benzenesulfonamide 

The title compound was syntiiesized in two steps as described for EXAMPLE 175 A, 
starting from ethyl [2-({[2-methyl-4-(trifluorome&oxy)phenyl]siilfonyl}amino)-l,3'- 
thiazol-4-yl]acetate (2.80 g, 6.30 mmol) to give 1 16 mg (48 % yield) of product with a 
HPLC purity of 95%: NMR (CDCI3) 5 8.03 (d, 1 H), 7.05 (m, 2 H), 6.28 (s, 1 H), 

25 3.70 (s, 2 H), 3.55 (m, 2 H), 3.46 (m, 2 H), 2.50 (s, 3 H), 2.38 (m, 4 H), 2.25 (s, 3 H). 

EXAMPLE 175A 

2,4-DichIoro-6-methyl-N-{4-[2-(4-methyl-l-piperazinyI)-2-oxoethyI]-l,3-thiazol-2^ 
yl}benzenesulfonamide 
30 EXAMPLE 30A (1.91 g, 4.67 imnol) was added to a solution of potassium hydroxide 
(5 g, 89 mmol) in water (25 mL) and ethanol (25 mL). The reaction was stirred over 
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night, diluted witix water and washed with toluene. The water phase was adjusted with 
aqueous hydrogen chloride (37%) to pH 1 and the solution extracted witih ethyl 
acetate. The combined ethyl acetate layers were dried (magnesium sulfate) and 
concentrated to give 1.7 g (95% yield) of (2-{[(2,4-dichloro-6-methylphenyl)- 

5 sulfonyl]amino}-l,3-thiazol-4-yl)acetic acid. ('H NMR (DMSO-de) 5 7.61 (d, 1 H), 
7.50 (d, 1 H), 6.62 (s, 1 H). 3.56 (s, 2 H), 2.68 (s, 3 H); MS (Ion spray. [M+H]*) m/z 
•381.0). The acid (0.2 g, 0.525 nmiol) was coupled wifli 1-methyl-piperazine as in 
method F, to give 1 10 mg (45% yield) of the title compound with a HPLC purity of 
95%: 'H NMR (GDCI3) 5 7.29 (d, 1 H), 7. 15 (d, 1 H), 6.35 (s, 1 H), 3.55 (s, 2 H). 3.60 

10 (m, 2 H), 3 .49 (m, 2 H), 2.74 (s, 3 H), 2.41 (m, .4 H), 2.28 (s, 3 H). MS (Ion spray, 
[M+H]*) m/z 463.0. 

EXAMPLE 176A 

2,4-DichIoro-N-{4-[2-(4-methyl-l-piperazinyl)-2-oxoethyI]-l,3-thiazol-2- 

15 yl}benzenesulfonamide 

The title compound was synlhesized in two steps as described for EXAMPLE 175A, 
starting from EXAMPLE 32A (1.60 g, 4.05 nunol) to give 10 mg (4 % yield) of 
product with a HPLC purity of 95%: NMR (CDCI3) 5 8.08 (d, 1 H), 7.42 (d, 1 H), 
7.33 (dd, 1 H), 6.39 (s, 1 H), 3.62 (m, 2 H), 3.52 (m, 2 H), 3.46 (s, 2 H), 2.43 (m, 4 H). 

20 2.55 (s, 3 H). MS (Ion spray, [M+H]^ m/z 449.0, 450.0, 45 1 .0. 

EXAMPLE 177A 

3-chloro-N-(4-{2-[(2R)-2,4-dimethylpiperazlnyll-2-oxdethyl}-l^-thiazoI-2-yl)-2- 
methylbenzenesulfonamide 

25 EXAMPLE 87A (347, 1.0 mmol) and INTERMEDIATE 7 (240 mg. 1.2 mmol) were 
coupled using METHOD F, giving 260 mg (49%) of t-Butyl (3R)-4-[(2-{[(3-chloro-2- 
methylphenyl)sulfonyl]ainino}-l,3-thiazol-4-yl)acetyl]-3-methyl-l- 
piperazinecarboxylate (*H NMR (CDCI3) 5 7.97 (d, IH), 7,50 (d, IH), 7,19 (t, IH), 
6.31 (bs, IH), 4.68, 4.28 (m, IH), 2.62 (s. 3H). 1.44 (s, 9H), 1.19, 1.13 (d, 3H). MS-ES 

30 (neg) m/z 527.3). This intemiediate was treated with TFA/DCM/water (2 mL, 10:9: 1 
v/v/v) and stirred for 1 h. Evaporation of the volatiles gave 23 1 mg (87%) of the 
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deprotected product as the TFA salt (MS-ES (pos) m/z 429.2). This product (225 mg, 
0.4 mmol) was mixed with TEA (1 10 ^L, 0.79 mmol) and 1,2-dichloroethaiie (2.0 
mL). 37% Formalin (65 pL, 0.86 mmol) was added, followed by sodium 
triacetoxyborohydride (200 mg, 0.95 mmol). The mixture was stirred ovemig^it, 5% 
aqueous sodium bicarbonate was added and the product was extracted with ethyl 
acetate. The organic phase was dried and evaporated. The residue was passed through 
a LiChroprep RP-18 colunm (Merck) and eluted with 40% acetonitrile, 1% acetic 
acid/water. This procedure gave 85 mg (50%) of the title compound: MS-ES (neg) m/z 
441.4. 

EXAMPLE 178A 

2- (2-{[(3-ChIoro-2-methyIphenyI)sulfonyl]amino}-l,3-thiazol-4~yl)-N-methoxy-N- 
methylacetamidie 

EXAMPLE 87A (346 mg, 1.0 mmol) was coupled with 0,N-dimethylhydroxylamine 
hydrochloride (1 17 mg, 1.2 mmol) using METHOD F. After work up, 382 mg of a tan 
brown solid was obtained that was purified by flash column chromatography eluting 
with DCM/methanol (20: 1 v/v). Pure fractions were pooled and after evaporation of 
the solvents, triturated with DCM/diethylether (1:1 v/v) to give 300 mg (77%) of a 
light pink solid: mp 168-169 ^C; MS (lonspray, [M+H]^ m/z 390; Anal. Calcd 
(found) for C14H16CIN3O4S2 • 0.5 H2O: C 42.2 (41,9) %, H 4.3 (4.2) %. N 10.5 (10.3) 
%. 

EXAMPLE 179A 

3- ChIoro-2-methyl-N-[4-(2-oxopentyI)-l^thiazoU2-yI]benzenesulfonamide 

Under nitrogen (g) atmosphere, EXAMPLE 178 A (200 mg, 0.51 mmol) was dissolved 
m THF (4 mL) and cooled to 0 °C. n-Propyhnagnesium chloride (0.52 mL, 2 M in 
diethyl ether) was added dropwise via a syringe tibrough a septum. The resulting light 
green solution was allowed to warm to room temperature and quenched with aqueous 
HCl (1 M, 5 mL). Extraction with DCM (3x5 mL), drying of the organic phase 
(sodium sulfate) and evaporation in vacuo gave a crude yellow oil. Purification by 
flash chromatography on silicagel eluting with DCM/meflianol (20: 1 y/v) gave 10 mg 
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of a wbite solid: MS (Icnspray, [M+H]^ m/z 373.0; HRMS Calcd (found) for 
C1SH17CIN2O3S2 m/z 372,0361 (372;0369). 

. EXAMPLE 180A 

5 4-ChIoro-N-[4-<2-hydroxyethyI)-l,3-thiazol-2-yIIbenzenesulfonainide 

The title compound was prepared according to the preparation of EXAMPLE 181 A, 
starting with EXAMPLE 2A. This gave a crude product that was purified by flash 
column chromatography on silica gel eluting with 20% acetone in DCM to yield 635 
mg (36%) pure material: MS (lonspray, [M+H]"^ m/z 318; Anal. Calcd. (found) for 

10 CUHUCIN2O3S2: C 41.4 (41.3)% H 3.5 (3.5) %N 8.8 (8.6)%. 

EXAMPLE 181 A 

3-Chloro-N-[4-(2-hydroxyethyI)-l,3-thiazol-2-yll-2-raethylbenzenesulfonamide 
To a solution of EXAMPLE 8A (5.00 g, 13.34 mmol) in THF (200 mL) was added 

15 lithium aluminum hydride (1.06 g, 28.02 mmol) m small portions. The tempCTature 
was kept below 0 ""C during the addition, and the mixture was stirred for 45 min. at 0 
''C, treated with water (1 mL), cone. HQ (1 mL) and water (1 mL). Sodium sulfate 
was added and the solid was filtered oBL The solvent was evaporated and the crude 
product was purified by flash column chromatography on silica gel eluting with 20% 

20 acetone in DCM to yield the title compound (2.41 g, 54 %): MS (lonspray, [M+H]"^ 
m/z 332; Anal. Calcd. (found) for C12H13CIN2O3S2: C 43.3 (46.5) % H 3.9 (4.0) %N 
8.4(8.3)%. 

EXAMPLE 18 IB 

25 3-Chloro-N-[4-(3-hydroxypropyl)-l,3-thiazol-2-yI]-2-methyIbenzenesuIfonamide 
To a solution of EXAMPLE 23 IB (1.91 g, 4.91 nunol) in DME (10 mL) was added 
Hthiimi borohydride (180 mg, 7.86 mmol). The mixture was refluxed for 3 h and acetic 
acid (2 mL) was added at room temperature. When the gas development was finished, 
2-ethanolamine (1 mL) was added and the mixture was refluxed for additional 40 min. 

30 The solvent was evaporated and the residue was extracted with 2 M HCl and THF. The 
organic phase was separated and tiie solvent was evaporated. The residue was 
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crystallised from ethanol giving 1 .56 g (91 %) of the title compound: NMR 
(DMSO) 5 1.66 (qn, 2H), 2.46 (t, 2lH[), 2.64 (s, 3H), 3.68 (t, 2H), 6.41 (s, IH), 7.37 (t, 
IH), 7.66 (d, IH), 7,89 (d, IH); MS Oonspray, [M+HH m/z 346. 

5 EXAMPLE 182A 

34:hloro-N-[4-(2-ethoxyethyl)-l,3-thiazol-2-yll-2-methylbenzenesulf^ 
Sodium hydride (95 % dry, 80 mg, 3.23 mmol) was added to a stirred solution of 
EXAMPLE I81A (426 mg, 1.28 mmol) in tetrahydrofuran (10 mL) at room 
temperature. After stirring for 15 min, die mixture was treated with ethyl iodide (400 

10 mg, 2.56 mmol). The reaction mixture was stirred for 2 h at 55 and then quenched 
with aqueous HCl (1 M, 1 mL) and water was added. The product was extracted with 
DCM and dried (Sodium sulfate). Evaporation of the solvent gave a residue which was 
purified by flash chromatography on silica gel eludng widi 10% acetone in DCM . 
giving an oil (0.25 g, 54 %) which solidified on standing: MS (lonspray, [M+Hj*) m/z 

15 360; Anal. Calcd. (found) for C14H17CIN2O3S2: C 46^6 (46.5) % H 4.7 (4.6) %N 7.8 
(7.8)%. 

EXAMPLE 183 A 

3-Chloro-N-[4-(2-isopropoxyethyI)-l,3-thiazol-2-yll-2-methylbenzenesulfonamide 

20 Sodium hydride (95 % dry, 129 mg, 5.39 mmol) was added to a stirred solution of 
EXAMPLE 18 1 A (359 mg, 1 .08 mmol) in THF (10 mL) at room temperature. After 
stirring for 15 min, die mixture was treated with 2-iodopropane (917 mg, 5.39 mmol). 
After two days at 50 °C, additional sodixmi hydride (26 mg, 1.08 mmol) and 2- 
iodopropane (366 mg, 2. 16 mmol) were added. After stirring for 1 h the reaction 

25 mixture was acidified with 2M HCl and water was added. The product was extracted 
with DCM and dried (sodium sulfate). Evaporation of the solvent gave a residue which 
was purified by flash chromatography on silica gel eludng with 4% acetone in DCM 
giving (15 mg, 4 %) of an oil which soUdified on standing: MS (lonspray, [M+H]^ 
m/z 374. 

30 . 

EXAMPLE 184A 
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N-{4-[2-(benzyloxy)ethyl]-l,3-thiazol-2-yl}-3-chloro-2-methylbenzenesu^ 
Sodium hydride (95 % dry, 76 mg, 3.00 mmol) was added to a stirred solution of 
EXAMPLE 181A (400 mg, 1.20 mmol) in THF (10 mL) at room temperature. After 
stirring for 15 min. fhe mixture was treated witii benzyl bromide (226 mg, 1.32 mmol). 
After 2 h at 50 **C additional sodium hydride (60 mg, 2.40 mmol) and benzyl bromide 
(142 mg, 1.20 mmol) were added in two equal portions under a period of 2 h. The 
reaction .was quenched by adding IM HCl (3 mL) at room temperature. The mixture 
was extracted with DCM and dried (Sodium sulfate). Evaporation of flie solvent gave a 
residue which was purified by flash chromatography on silica gel eluting with 5% 
acetone ui DCM giving (105 mg, 0.25 mmol, 21 %) which solidified on standing: MS 
(lonspray, [M+H]^ m/z 322. Anal. Calcd. (found) for C1.9H19CIN2O3S2 • 0.5 CH2CI2: C 
50.3 (50.7) % H 4.3 (4. 1) % N 6.0 (5.9) %. 

EXAMPLE 185A 

3-Chloro-N-[4-(2-methoxyethyl)-l^thiazoI-2-yl]-2-methylbenzenesulfonamide 
The title compound was prepared from EXAMPLE 181 A according to the preparation 
of EXAMPLE 182 A, using methyl iodide. After 1.5 h at 40 ^'C the reaction mixture 
was quenched with 2M HCl (1 mL) and water was added. The nodxture was extracted 
with DCM and dried (Sodium sulfate). Evaporation of the solvent gave a residue 
which was purified by flash chromatography on silica gel eluting with 5% acetone in 
DCM giving a colorless oil (0,25 g, 60 %) which solidified on standing: MS (lonspray, 
[M+H]^ m/z 346. Anal. Calcd. (found) for C13H15CIN2O3S2: C 45.0 (44.8) % H 4.4 
(4.4) %N 8.1 (7.9)%. 

EXAMPLE 186A 

3-Chloro-N-{4-(2-(2-fluoroethoxy)ethyll-l,3-thiazol-2-yI}-2- 
methylbenzenesulfonamide 

The title compound was prepared from EXAMPLE 181A according to the preparation 
. of EXAMPLE 182 A, using l-fluoro-2-iodoe1hane (6 eq). After 5 h at reflux the 
reaction mixture was quenched wilh 2M HCl and water was added. The mixture was 
extracted with DCM and dried (Sodium sulfate). Evaporation of Ihe solvent gave a 
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residue which was purified by flash chromatography on silica gel gradient eluting with 
0-20% acetone in DCM giving a colorless oil (28 mg, 6 %). MS (lonspray, [M+H]^ 
miz 378. 

EXAMPLE 187A 

3-Ch!oro-2-methyl-N-{4-[2-(2,2,2-trifluoroethoxy)ethyl]-l,3-thiazol-2* 
yl}benzenesuIfonamide 

Sodium hydride (95 % dry, 253 mg, 10.00 mmol) was' added to a stirred solution of . 
2,2,2-lrifluoroethanol (1,00 g, 10.00 mmol) in THF (15 mL) at 0 ""C under nitrogen 
atmosphere. After stirring for 15 minutes at room temperature, the temperature was 
lowered to -80 using an ethanol-dry ice bath. Trifluoromethanesulfonyl chloride 
(1.69 g, 10.00 mmol) dissolved in THF (5 mL) was then added in small portions, and 
the mi^^e was then left to reach room temperature over night. The reaction mixture 
was centrifiiged and the white precipitate was separated. The solvent was diluted with 
THF to 25 mL (assumed concentration: 0.4 M). The prepared 2,2,2-trifluoroethyl 
trifluoromethanesulfonate solution (7.5 mL, 0.4 M) was added to a mixture of 
EXAMPLE 181 A (500 mg, 1.5 mmol) and sodium hydride (95 % dry, 94 mg, 3.73 
mmol) in THF (10 mL) at 0 °C under nitrogen atmosphere. After stirring at 0 °C for 
1.5 h an additional amount of sodium hydride (95 % dry, 76 mg, 3.00 mmol) and 
2,2,2-trifluoroethyl trifluoromethanesulfonate solution (7.5 mL) was added. After 1 h 
at 0 °C was the imixture poured on to ice and neutralized with 2,0 M HCl.and extracted 
with DCM. Evaporation of the orgianic solvent gave a residue which was purified by 
flash chromatography on silica gel eluting with a 2-5 % acetone gradient in DCM. 
This gave 174 mg (28%) of a white soUd: MS (lonspray, [M+H]'^ m/z 414. Anal. 
Calcd. (found) for CuHuClFaNjOaSz: C 40.5 (40.5) % H 3.4 (3.4) % N 6.7 (6.7) %. 

EXAMPLE 188A 

3-Chloro-2-methyI-N-{4-l2-(2-pyridinylsulfanyI)ethyl]-l,3-thiazoI-2- 
yl}benzenesulfonamide 

Sodium hydride (95 % dry, 3 1 mg, 1.21 mmol) was added to a stirred solution of Ae 
bromide EXAMPLE 213A (240 mg, 0.61 imnol) and 2-mercaptopyridine (68 mg, 0.61 
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mmol) in tetrahydrofaran (10 mL) at 0 °C. After stiiring for 30 minutes at 0 °C 
product was slowly formed. The temperature was elevated to 40 and after 30 
minutes, the reaction was neutralised by adding aqueous HCl (2 M) and the mixture 
was extracted with DCM. The organic phase was dried (sodium sulfate) and die 
5 solvent was evaporated. The crude material was purified by flash chromatography on 
silica gel gradient eluting with 2-S % acetone in DCM giving a soUd (130 mg, 50 %). 
MS (lonspray, [M+H]"^ m/z 425; AnaL Calcd. (found) for C17H16CIN3O2S3: C 47.9 
(47.9) % H 3.8 (3.9) % N 9.9 (9.9) %. 

10 EXAMPLE 189A 

3-Chloro-2-methyl-N-{4-[2-(3-pyridinyloxy)ethyll-l,3-thiazol-2- 
yl}benzenesulfdnamide 

Sodium hydride (95 % dry, 32 mg, 1.27 nunol) was added to a stirred solution of 
bromide EXAMPLE 213 A (240 mg, 0.61 mmol) and 3-hydroxypyridine (63 mg, 0.67 

15 mmol) in tetrahydrofuran (10 mL) at 0 °C. After 2 h at reflux temperature the reaction 
was neutralized by adding 2 M HCl and the product mixture was extracted with DCM. 
The organic phase was dried (Sodiimi sulfate) and the solvent was evaporated. The 
crude material was purified by flash chromatography on silica gel gradient eluting with 
2-5 % acetone in DCM giving the title compound as a solid (18 mg, 7 %) and 3- 

20 chloro-2-methyl-N-(4-vinyl-l,3-thiazol-2-yl)benzenesxilfonamide as a solid (33 mg, 17 
%). EXAMPLE 189A: MS (lonspray, [M+H]^ m/z 410. 

EXAMPLE 189B 

Methyl 2-[2-(2-{[(3-chloro-2-methylphenyi)suIfonyl]amino}-l,3-thiazoI-4- 

25 yl)ethoxy}benzoate 

INTERMEDIATE 23 (124 mg, 0.445 mmol) and DMAP (54 mg, 0.44 mmol) were 
dissolved in DCM (2 mL). TEA (0. 12 mL, 0.89 mmol) was added followed by 3- 
chloro-2-methylbenzenesulfonyl chloride (105 mg, 0.468 mmol). The solution was 
kept at room temperatmre over night and then at 4 °C for 3 days. Evaporation and 

30 chromatography on silica gel witfi 35% ethyl acetate / toluene gave the title product 
(91 mg, 44 % yield): MS-ES (neg) m/z 465.5; NMR (CDCI3) 5 7.99 (m, 2H), 7.4- 
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7.55 (m, 2H), 7.16 (m, IH), 7.03 (t, IH), 6.87 (d, IH), 6.11 (s, IH), 4.18 (t, 2H), 3.95 
(s,3H), 3.01 (t, 2H), 2.80 (s,3H). • 

EXAMPLE 190A 

5 3-Chloro-N4M(diinethyIamino)methyl]-4-(2-ethoxyethyl)-l,3-t^^ 
methylbenzenesulfonamide 

A solution of EXAMPLE 182A (360 mg, 1 mmol), dimethylamine hydrochloride (164 
mg, 2 mmol), 37% foimaldehyde (0,5 mL) in acetic acid (5 mL) was heated at 100 °C 
for 5.5 hrs. The solvent was evq)orated. The residue was dissolved in water (5 mL). 
10 The pH of the water solution was adjusted to 9 with 2 N NaOH. The precipitate was 
filtered, washed with water and dried to give the product as white powder (1 15.4 mg, 
28% yield): mp 152-153 °C; MS m/e, 420, 418 (M^ 

EXAMPLE 191A 

15 2-(2-{[(3-ChIoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazoI-4-yl)ethyI 
methanesulfonate 

EXAMPLE 181A (1.0 g, 3.0 mmol) was suspended in DCM (15 mL) and EtgN (0.9 g, 
8.4 mmol) was added dropwise while stirring at 0 °C. Methane sulfonyl chloride (0,5 
g, 4.2 mmol) was added and the coloured suspension was allowed to warm to room 
20 tempature and stirred for 4 h. Washing with aqueous HCl (1 M, 2 x 40 mL), drying 

(sodium sulfate) and evaporation of the organic phase gave crude material. Purification 
by preparative straight phase HPLC gave 0.7 g (54%) of an off-whitjB solid: MS 
(lonspray, [M+H]^ m/z 41 1; Anal. Calcd (found) for C13H15CIN2OSS3: C 38.0 
(37.9)%, H 3.7 (4.0)%, N 6.8 (6.6)% 

25 

EXAMPLE 191B 

3-(2-{[(3-chloro-2-methylphenyl)suIfonyllamino}-l^thia2ol-4.yl)propyI 
methanesulfonate 

The tide compound was essentially prepared according to the synthesis described for 
30 EXAMPLE 191A starting with EXAMPLE 181B (1.51 g, 4.36 mmol). Afterthe 

workup procedure, the crude material was purified by flash chromatography on silica 
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gel eluting with 5 % acetone in DCM giving 1.00 g (54 %) of an oil: NMR 
(CDCI3) 5 2.63 (s, 3H), 2.77 (s, 3H), 2.87 (s, 3H), 3.02 1, 2H), 3.44 (t. 2H), 6.34 (s, 
IH), 7.24 (t, IH), 7.55 (dd, IH). 8.00 (dd, IH); MS (lonspiay, [M+H]*) m/z 423. . 

EXAMPLE 192A 

2-(2-{[(3-Chloro-2-methylphenyl)sulfonyI]ainino}-i;3-thiazol-4-yl)ethyl acetate 
The title compound was prepared according to METHOD J by coupling EXAMPLE 
18 1 A and acetyl chloride, giving 79 mg (70%) white foam after purification: HRMS 
Calcd (found) for C14H15CIN2O4S2 m/z 374.0162 (374.0144). 

EXAMPLE 192B 

2-(2-{[(3-ChIoro-2-methyIphenyI)sulfonyl]amino}-l^-thiazol-4-yl)ethyl 
propionate 

The title compound was prepared according to METHOD J by coupling EXAMPLE 
181 A and propionyl chloride, giving 104 mg (89%) of a white solid after purification: 
mp 122 "C; HRMS Calcd (found) for C13HJ7CIN2O4S2 m/z 388.0318 (388.0307). 

EXAMPLE 193A 

2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)ethyl2- 
methylp ropanoate 

The title compoxmd was pr^ared according to METHOD J by coupling EXAMPLE 
18 lA and isobutyryl chloride, giving 58 mg (48%) of a white solid after, purification: 
mp 1 18 "C; HRMS Calcd (found) for Ci6Hi9ClN204S2 m/z 402.0475 (402.0473). 

EXAMPLE 194A 

2-(2-{[(3-Chloro-2-methylpheny0suIfonyllamino}-l^-thiazol-4-yI)ethyl2-furoate 
The title compound was prepared according to METHOD J by coupling EXAMPLE 
181 A and 2-fiiroyl chloride, giving 96 mg (75%) of a white sohd after purification: 
HRMS Calcd (found) for CtHisCINzOsSz m/z 426.01 1 1 (426.01 12). 



EXAMPLE 195A 
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2-(2-{[(3-chIoro-2-methylphenyI)sulfonyllamino}-l,3-thiazol-4-yl)ethyI benzoate 
The title compound was prepared according to METHOD J by coupling EXAMPLE 
181 A and benzoyl chloride, giving 104 mg (80%) of a white foam after purification: 
HRMS Calcd (found) for C19H17CIN2O4S2 m/z 436.03 18 (436.03 14). 

EXAMPLE 196A 

2-(2-{[(3-ChIoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)ethyl 4- 
morpholinecarboxylate - 

The title compound was prepared according to METHOD K starting from EXAMPLE 
181 A and using moipholine as the amine, giving 56 mg (42%) of a white solid after 
purification: mp 161/'C; HRMS Calcd (found) for C17H20CIN3O5S2 m/z 445.0533 
(445.0525). 

EXAMPLE 197A 

2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amino}-l^-thiazoI-4-yI)ethyl 
diethylcarbamate 

The title compound was prepared according to METHOD K starting from EXAMPLE 
181 A and using N,N-dietiliylamine as the amine, giving 72 mg (56%) of a white solid 
after purification: ^H NMR (CDCI3) 5 1,07-1.10 (m, 6H), 2.68 (s, 3H), 2.99 (t, 2H), 
3.21-3.27 (m, 4H), 4.33 (t, 2H), 6.15 (s, IH), 7.22 (t, IH), 7.53 (d, IH), 8.02 (d, IH), 
lL17(brs,NH). 

EXAMPLE 198A 

H2-{[(3-ChIoro-2-methylphenyI)sulfonyl]amino}-l93-thiazol-4-yI)ethyl 
ethylcarbamate 

The title compound was prepared according to METHOD K starting from EXAMPLE 
181 A and using N-ethylamine as die amine,, giving 78 mg (64%) of a white solid after 
purification: HRMS Calcd (found) for C15H18CIN3O4S2 m/z 403.0427 (403.0413). 

EXAMPLE 199A 

N-[4-(2-a2ddoethyl)-l,3-thiazol-2-yI]-3-chloro-2-methylbenzenesulfonamide 
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A mixture of EXAMPLE 191A (LOO g, 2.43 mmol) and sodium azide (791 mg, 12.17 
mmol) in ethanol (30 mL) was refluxed for 2.S h. The solvent was evaporated and the 
orude material was extracted witii ethyl acetate. The organic phase was dried (Sodiimi 
sulfate) and the solvent was evaporated. The crude product was purified hy flash 
5 colunm chromatography on silica gel eluting with 2-5 % acetone m DCM to yield Ihe 
title product (633 mg, L77 mmol, 70 %): MS (lonspray, [M+H]^ m/z 357. 

EXAMPLE 200A 

N-[4-(2-amlnoethyl)-l,3-thiazol-2-yl]-3-chIoro-2-methylbenzenesulfonamide 

10 EXAMPLE 191 A (LOOg, 2.43 mmol) was stirred in 25 % amoniumhydroxide (40 mL) 
for 1 h at 80 °C. About 10 mL of the solvent was evaporated and the solid was filtered 
off giving 0.69 g (85 %) of pure title compound: NMR (DMSO) 6 2.63 (m, 5H), 
2.99 (t, 2H), 6.21 (s, IH), 7.24 (t, IH), 7.49 (d, IH), 7.85 (d. IH); MS aonspray, 
[M+H]^m/z331. 

15 

EXAMPLE 200B 

3- Chloro-2-methyl-N-{4-[2-(methylamino)ethyl]-l^-thiazol-2- 
' yl}benzenesulfonamide . . 

EXAMPLE 191A (1.50g, 3.66 mmol) was stirred in 40 % aqueous methylamine (12 
20 mL) for 30 min at 80 Most of the solvent was evaporated, water was added and the 
product was extracted with DCM (150 mL) giving 1.27 g (quant) of the title 
compound: NMR (DMSO) 8 2.57 (s, 3H), 2.63 (s, 3H), 2.68 (t, 2H), 3.09 (t, 2H), 
6.24 (s, IH), 7.25 (t, IH), 7.50 (d, IH), 7.85 (d, IH); MS (lonspray, [M+H]^ m/z 345. 

25 EXAMPLE 201A 

4- ChIoro-N-{4-[2-(diethyIamino)ethyl]-l,3-thiazol-2-yl}benzenesulfonamide 
hydrochloride 

To an ice-cold solution of EXAMPLE 18QA (1.24 g, 3.90 mmol) in pyridine (15 mL) 
was added 4-nitroben2enesuIfonyl chloride (1.30 g, 5.85 mmo). The mixture was 
30 stirred for 2,5 h at 0 ''C, and then poured into a mixture of ice (50 g) and cone. HCl (40 
g). The resulting precipitate was filtered and the soUd washed with water giving 1.57 g 
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0.21 mmol, 34 %): MS (lonspray, [M+H]*) m/z 382. Anal. Calcd (found) for 
CisHijCmiOzSa • 2 H2O: C 43.0 (42.9) % H 4.6 (4.3) % N 13.4 (13.7) %. 

EXAMPLE 203A 

3-Chloro-2-methyI-N-{4-[2-(4-methyl-l-piperazinyl)ethyIl-l^-thiazol-2- 
yI}benzenesulfonamide dihydrochloride 

The title compound was prepared according to the synthesis described for EXAMPLE 
204A, using mesylate EXAMPLE 191A (300 mg, 6.73 mmol), 1-methylpiperazine 
(183 mg, 1.82 mmol) and eflianol (5 mL) giving a white soUd after purification (168 
mg, 0.34 mmol, 47 %): MS (lonspray, [M+H]*) m/z 414; Anal. Calcd. (found) for 
Ci7H23C]N402S2 • 2 HCl • 1.5 H2O: C 39.6 (39.6) % H 5.5 (5.3) % N 10.9 (10.9) %. 

EXAMPLE.204A 

3-ChIoro-2-methyl-N-{4-[2-(4-morphoIinyl)ethyIl-l^thiazoI-2- 
yI}benzenesulfonamide hydrochloride 

Moipholine (165 mg, 1.89 nmiol) was added to a stirring solution of EXAMPLE 213A 
(300 mg, 0.76 mmol) in ethanol (5 mL). The mixture was refluxed for 1.5 h and the 
solvent was evaporated. The crude material was purified by reversed phase flash 
chromatography on liChroprep RP-18. The product was gradient eluting widi 
(acetonitrile in water / 0.1 % cone. HCl) giving a white solid (177 mg, 53 %): Mp 197- 
198 °C; MS aonspray. [M+H]*) m/z 401; AnaL Calcd. (found) for C16H20CIN3O3S2 • 1 
HCl: C 43.8 (43.5) % H 4.8 (4.9) % N 9.6 (9.5) %. 

EXAMPLE 204B 

3-Chloro-2-methyl-N-[4-(4-morpholinylmethyl>-l,3-thiazoI-2- 
yI]benzenesuIfonamide hydrochloride 

A mixture of INTERMEDIATE 19 (0.50 g, 2.70 mmol) and moipholine (1.65 g, 18.92 
mmol) was stirred at room temperature over night The solvent was evaporated and the 
solid residue was purified by reversed phase flash chromatography on LiChroprep RP- 
18. The product was elutirig with (1 % CH3CN in HjO / 0.5 % cone. HCl) giving 
approximady a 1:1 mixture of 4-(4-niorphohnylmethyl)-l,3-thiazol-2 -amine 
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dihydrochloiide and morpholine (1.33 g). this material was sulphonylated witJi 3- 
chloro-2-methylbenzenesu^hon54 cshloride according to the preparation as described 
for EXAMPLE 205A giving 17 mg (6 %) of a soUd: ^HNMR pMSO) 5 2.65 (s, 3H), 
3.08 (br m, 4H), 3.78 (br m. 4H), 4. 13 (br s. 2H), 7,07 (s, IH). 7.40 (t; IH), 7.68 (d, 
IH), 7.91 (d, IH); MS (lonspray, [M+H]*) m/z 387. 

EXAMPLE 205A 

2,4,6-TrichIoro-N-{4-[2-(4-naorphoIinyI)ethyl]-l,3-thiazoI-2- 
. yl}benzenesuIfonamide hydrochloride 

To a mixture of INTERMEDL^TE 17 (50 mg, 0.23 mmol) and sodium bicarbonate (39 
mg, 0.47 mmol) in acetone (5 mL) was added 2,4,6-trichlorobenzenesuIphonyl 
chloride (79 mg, 0.28 mmol) at room temperature. The reaction mixture was refluxed 
for 45 minutes and the solvent was evaporated. The crude material was purified by 
reversed phase flash chromatography on LiChroprep RP-18. The product was gradient 
eluting with (acetonitrae in H2O / 0.4 % cone. HCl) giving a white soHd (59 mg, 0.12 
imnol, 52 %): MS (lonspray, (M+H]*) m/z 372; Anal. Calcd. (found) for 
CisHifiClsNaOsSa • 1 HCl • 0.7 H2O: C 35.6 (35.7) % H 3.7 (3.5) % N 8.3 (7.6) %. 

EXAMPLE 206A 

2,4-Dichloro-N-{4-[2-(4-morphoBnyI)ethyl]-l^thiazoI-2-yI}benzenesulfonamide 
hydrochloride 

The title compound was prepared according to the synthesis described for EXAMPLE 
205A, using INTERMEDIATE 17 (100 mg, 0.47 mmol). sodium bicarbonate (79 mg, 
0.94 mmol), 2,4-diclilorobenzenesulphonyl chloride (150 mg, 0.61 mmol) and acetone 
(10 mL) giving a white soUd (88 mg, 0.19 mmol, 41 %) after purification: MS 
(lonspray, [M+H]"^ m/z 421; AnaL Calcd. (found) for CijHnazNaOaSa • 1 HCl • 1.1 
H2O: C 37.6 (37.7) % H 4.3 (4.5) %N 8.8 (8.7) %. 

EXAMPLE 206B 

2,4.Dlch!oro-6-methy!-N-{4-[2-(4-morpholinyl)ethyI]-l,3-thiazol-2- . 
yI}benzenesulfonamide hydrochloride. 
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The title compound was prepared according to the synthesis described for EXAMPLE 
205A, using INTERMEDIATE 17 (100 mg, 0.47 nunol), sodium bicarbonate (79 mg. 
0.94 mmol), 2,4,-dichloro-6-me1iQrlbenzenesuIphonyl chloride (158 mg, 0.61 mmol) 
and acetone (10 mL) giving a soUd (60 mg, 0. 13 mmol, 27%) after purification: MS 
5 (lonspray. [M+H]*) m/z 435. AnaL Calcd. (found) for C16H19CI2N3O3S2 • 1 HCl: C 
40.6 (40.4) % H 4.3 (4.3) % N 8.9 (8.6) %. 

. EXAMPLE 206C 

N-{4-[2-(4-MorphoIinyl)ethyl]-l,3-thiazol-2-yI}-4-propylben2enesulfonamide 
10 hydrochloride 

The title compound was prepared according to the synthesis described for EXAMPLE 
205A. using INTERMEDIATE 17 (100 mg, 0.47 mmol), sodium bicarbonate (79 mg. 
0.94 mmol), 4-n-propylbenzenesiilphonyl chloride (133 mg, 0.61 mmol) and acetone 
(10 mL) giving a soUd (17 mg, 0.04 mmol, 8 %): MS (lonspray, [M+B]*) m/z 495. 

15 

EXAMPLE 207A 

3-Chloro-N-{4-[2-(ethylamino)ethyl]-l^thiazoI-2-yI}-2- 
methylbenzenesulfonamide 

A mixture of ethylamine (3.2 mL 2M in THF) and EXAMPLE 191A (0.100 g, 0.244 
20 nunol) in TE3F (2 mL) was heated for 48 h in a sealed glass tube at 60 °C. The solvent 
was removed and the crude material was purified by silica gel chromatography eluting 
with 10% metiianol in DCM The product was isolated as a sohd (0.044 g, 50% 
yield): NMR (CDaOD) 5 7.75 (dd, 1 H), 7.52 (dd, 1 H). 7.23 (dt. 1 H), 6.37 (s, 1 
H). 3.20 (1; 2 H). 3.04 (q, 2 H), 2.81 (t, 2 Bp. 2.71 (d, 3 H), 1.29 (t, 3 H); LCMS (pos) 
25 m/z 360.0 

EXAMPLE 208A 

3-ChIoro-N-(4-{2-[(2-hydroxyethyl)amino]ethyl}-l^thiazol-2-yI)-2- 
methylbenzenesuifonamide 
30 EXAMPLE 191A (0. 100 g. 0.244 mmol) was heated together with 2-aminoethanol 
(0. 150 g, 2.44 mmol) in THF (1.5 mL) at 60 "C for 5h The solvent was removed and 
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the crude yellow oil was dissolved in methanol and eluted through a Hydromatrix 
Chemelute CE1003 charged with saturated aqueous sodium hydrogen carbonate (1 
mL) using DCM / methanol (25 mL 1.5/1 v/v). The material was purified by silica gel 
chromatography eluting with 10% methanol in DCM. The title compound was isolated 
5 as a pale yellow oil (36 mg, 39% yield): NMR (CD3OD) S 7.95 (d, 1 H), 7.5 (d, 1 
H), 7.25 (t, 1 H), 6.35 (s. 1 H), 3.80 (dd, 2 H), 3.21 (t, 2 H), 3.08 (m, 2 H), 2.82 (t, 2 
H), 2.72 (s, 3 H). LCMS (pes) m/z 375.9 

EXAMPLE 208B 

10 3-Chloro-N-(4-{3-[(2-hydroxyethyl)amino]propyl}-l^-thiazoI-2-yl>2- 
methylbenzenesulfonamide hydrochloride hydrate 

2-Elhanolamine (1.43 g, 23.37 mmol) was added to EXAMPLE 191B (993 mg, 2.34 
mmol) and the mixture was stirred at 60 <'C for 2 h. A solid was formed. Water was 
added at room temperature and Hie mixture was centrifiiged. The solvent was poured 
15 ofC filtered and evaporated. The filtrate residue was flash chromatographed on RP 
silica gel eluting widi 20 % acetonitrile in H2O / 1 % cone, HCl giving 184 mg (18 %) 
of the title product: MS (lonspray, [M+H]"^ m/z 389. Anal. Calcd. (found) for 
C15H20CIN3O3S2 • 1 HCl • 1.8 H2O: C 39.3 (39.3) % H 5.4 (5.5) %N 9.2 (9.3) %. 

20 EXAMPLE 209 A 

N-[2-(2-{[(3-chIoro-2-methylpheny!)sulf6nyllamino}-l,3-thiazol-4-yO 
ethylacetamide 

EXAMPLE 207A (40 mg, 0. 1 1 mmol) was dissolved in pyridine (0.3 mL). Acetyl 
chloride (12 mg, 0.13 mmol) was added and the reaction was stirred at ambient 
25 temperature for 1 h. DCM (25 mL) was added and the organic phase was extracted 
with aqueous HCl (25 mL, 2 M), and dried over sodium sulfate. Removal of die 
solvents in vacuo gave tixe tifle product as a white solid (46 mg, 100% yield): LCMS 
(pos) m/z 402.2. 



30 EXAMPLE 210A 
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3-ChIoro-2-methyUN-{4-[2-(3-oxo-4-morphoUnyl)ethyll-l,3-thiazol-2- 
yl} benzenesulfonami de 

The title compound was prepared according to METHOD A from INTERMEDIATE 6 
(27 mg, 0.118 mmol) and 3-chloro-2-methyIbenzenesulfonyl chloride (45 mg, 0.20 
mmol). The crude reaction mixture was dissolved in DCM (25 mL) and washed with 
aqueous HCl (2 M, 2 x 25 mL). The organic phase was dried (sodium sulfate), filtered 
and the solvent was removed in vacuo to give 50 mg of crude material. Purification on 
RP gel chromatography (a gradient of acetonitrile in water, 25-50% with 0.1% TFA) 
gave a pale yellow solid (29 mg, 46 %): LCMS (pos) m/z 416. 1. 

EXAMPLE 210B 

3-Ch!oro-N-{4-[2-(2-hydroxy-3-oxo-4-morpholinyl)rthyll-l,3-thiazol-2-yl}-2- 
methylbenzenesulfonamide 

To a slurry of EXAMPLE 208A (0.759 g, 2.02 mmol) in etiiyl acetsate (6 mL) and 
saturs^d sodium carbonate (6 mL) at 0 °C, 2,2-dichloroacetic acid chloride was added 
neat in portions (15 x 40 pi, 3 eq.). The mixture was stirred for 1.5 h at room 
temperature. The reaction mixture was then extracted with ethyl acetate (3 x 40 mL), 
washed with brine (40 mL), and dried over magnesimxi sulfate. The solvent was 
evaporated and 1.10 g of crude N-acctylated product was isolated as yellow oil (70% 
pure by HPLC). The crude 2,2-Dichloro-N-[2-(2-{I(3-chloro-2- 
methylphenyl)sulfonyl]amino }- 1 ,3 -thiazol-4-yl)efhyl]-N-(2-hydroxyethyl)acetamide 
(1.00 g, 2.05 mmol) was dissolved in THF (27 mL) and water (27 mL). The solution 
was cooled to 0 °C and the pH was adjusted to 14-15 with aqueous KOH (50%). After 
20 h, the reaction mixture was neutralized wifli aqueous HCl (1 M, 12 mL). The 
reaction mixture was extracted with ethyl acetate (3 x 25 mL), and the combined 
organic phases was dried over magnesium sulfate. Removal of solvent and purification 
by silica gel chromatography (gradient of 2 - 4% methanol in DCM) gave the title 
compound as a white soUd (20 mg): HRMS calcd (found) for Ci6Hi8ClN305S2 m/z 
431.0376(431.0380). 



EXAMPLE 210C 
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2,4-Dichloro-N-{4-I2-(3>oxo-4-morphormyl)ethyl]-l,3-thiazol-2- 
yl}benzenesulfonamide 

INTERMEDIATE 6 (264 mg, 1.0 mmol) and DMAP (122 mg, 1.0 minol) was mixed 
with DCM (2.5 mL) and EtsN (0.28 mL, 2.0 mmol). 2,4-Dichlorobenzenesiilfoiiyl 

5 chloride (270 mg, 1.1 mmol) was added. The resulting solution was left overnight at 
room temperature. An additional 98 mg (0.4 mmol) of the sulfonyl chloride was added 
and the solution was again left overnight. The solvent was evaporated and aqueous 
sodium carbonate (1 M, 20 mL) was added and the solution was extracted with diethyl 
ether (20 + 10 mL). The aqueous phase was neutralized with HCl and the precipitate 

10 was filtered off. The product was purified by flash-chromatography on silica gel using 
5% methanol / DCM as eluent Yield 265 mg, 61%: *H NMR (DMSO) 5 8.01 (d, IH), . 
7.8 (d. IH), 7.59 (dd, IH). 6.57 (s, IH). 3.95 (s, 2H), 3.76 (t, 2H), 3.53 (t, 2H), 3.26 (t, 
2H). 2.68 (t, 2H); MS-ES (neg) m/z 434.3. 

15 EXAMPLE 210D . . 

2,4-DichIoro-6-methyl-N-{4-[2-(3-oxo-4-morpbolinyl)ethyl]-l,3-thiazol-2- 
yI}benzenesulfonamide 

The title compoimd was prepared according to method described for EXAMPLE 
210C. Tield 142 mg, 32 %: NMR (DMSO) 5 7.59 (d, IH), 7.48 (d, IH), 6.54 (s, 
20 IH), 3.95 (s, 2H), 3.76 (t, 2H), 3.52 (t, 2H), 3.25 (t, 2H), 2.67 (s, 3H), 2.67 (2H); MS- 
ES (neg) m/z 448.3. 

EXAMPLE 210E 

2,4,6-Trichloro-N-{4-[2-(3-oxo-4-morphoUnyl)ethyl]-l,3-thiazol-2- 
25 yl}benzenesulfonamide 

The tide compound was prepared according to method described for EXAMPLE 
2 IOC. rield 228 mg, 48 %: NMR (DMSO) 5 7.80 (s, 2H), 6.69 (s, IH), 3.96 (s, 
2H), 3.76 (t, 2H), 3:53 (t, 2H), 3.26 (t, 2H); MS-ES (neg) m/z 470.3. 



30 



EXAMPLE 210F 
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4,S-DichIoro-N-{4-(2-(3-oxo-4-morphoIiiiyI)ethyl]-l,3-thiazol-2-yl}-2- 
thiophenesulfonamide 

The title compound was prepared according to method described for EXAMPLE 
2 IOC. Yield 136 mg, 77 %: NMR (DMSO) 5 7.61 (s, IH), 6.67 (s, IH), 3.94 (s, 
5 2H), 3.77 (t, 2H), 3.54 (t, 2H), 3.27 (t, 2H), 2.70 (t, 2H); MS-ES (pos) m/z 442. 

EXAMPLE 2 lOG 

N-{4-[2-(3-Oxo-4-morpHoHnyl)ethyI]-l^-thiazol-2-yl}-4- 
phenoxybenzenesulfonamide 

10 The title compound was prepared according to method described for EXAMPLE 
210C. Yield 142 mg, 77 %: *H NMR (DMSO) 5 7.76 (d, 2H), 7.44 (1; 2H), 7.22 (t, 
IH), 7.0-7.15 (m, 4H), 6.51 (s, IH), 3.95 (s, 2H), 3.76 (t, 2H), 3.51 (t, 2H), 3.25 (t. 
2H), 2.65 (t, 2H); MS-ES (pos) m/z 460. 

15 EXAMPLE 210H 

3-Fluoro-N-{4-[2-(3-oxo-4TmorphoIinyl)ethyl]-l,3-thiazol-2- 
yl}beiizenesulf(%namide ' 
The tide compound was prepared according to metiiod described for EXAMPLE 
210C. Yield 128 mg, 83 %: 'H NMR (DMSO) 5 7.39-7.67 (m, 4H), jS.55 (s, IH), 3.94 

20 (s, 2H), 3.75 (t, 2H), 3.52 (t, 2H), 3.25 (t, 2H), 2.66 (t, 2H); MS-EI m/z 385. 

EXAMPLE 2101 

N-{4-I2-(3-Oxo-4-morphoUnyI)ethyll-l,3-thiazol-2-yl}-5-(2-pyridinyI)-2- 
thiophenesulfonamide 

25 The title compound was prepared according to method described for EXAMPLE 
210C. Yield 74 mg, 41 %: 'h NMR (DMSO) 5 8.54 (d, IH), 7.98 (d, IH), 7.87 (m, 
IH), 7.76 (d, IH), 7.54 (d, IH), 7.35 (m, IH), 6.61 (s, IH), 3.95 (s, 2H), 3.75 (t, 2H), 
3.52 (t, 2H), 3.25 (t, 2H), 2.68 (t, 2H); MS-ES (pos) m/z 451. 



30 EXAMPLE 210J 
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N-{2-Chloro-4-[({4-[2-(3-oxo-4-morphoIinyl)ethyl]-l,3-thiazol-2- 
yl}amino)sulfonyl]phenyi}acetamide 

The title compound was prepared according to mediod described for EXAMPLE 
210C. Yield 62 mg, 34 %: NMR (DMSO) 5 12.85 (bs, IH), 9.70 (s, IH), 7.98 (d, 
IH), 7.77 (s, IH), 7.70 (d, 1H),6.54 (s, IH), 3.95 (s, 2H), 3.75 (t, 2H), 3.51 (t, 2H), 
3.25 (t, 2H), 2.66 (t, 2H), 2. 12 (s,3H); MS-ES (pes) m/z 459, 

EXAMPLE 2 lOK 

3-Chloro-2-methyl-N-{4-[(3-oxo-4-morpholinyl)methyl]-l^-thiazoI-2- 
yl}benzenesulfonainide 

A mixture of INTERMEDIATE 21 (100 mg, 0.49 mmol), 3-chloro-2- 
methylbenzenesulphonyl chloride (337 mg, 1.50 mmol) and sodium bicarbonate (126 
mg, 1.50 mmol) was heated neat until it melted and the heating was continued for 10 
min. At room temperature the solid was extracted with ethyl acetate. The organic 
phase was dried (sodiiun sulfate), filtered and the solvent was evaporated. The residue 
was purified by flash chromatography on silica gel eluting with 30 % acetone in DCM 
giviag (84 mg, 43 %) solid material: MS (lonspray, [M+H]"^ m/z 401; Anal. Calcd. 
(found) for C15H16CIN3O4S2: C 44.8 (44.8) % H 4.0 (4.3) % N 10.4 (9.9) %. 

EXAMPLE 2 lOL 

3-ChlorQ-2-methyl-N-{4-[3-(3-oxo-4-morpholinyI)propyl]-l,3-thiazol-2- 
yl}benzenesuIfonamide 

To a solution of EXAMPLE 208B (187 mg, 0.44 mmol) in H2O (2 mL) / THF (1 mL) 
was chloroacetyl chloride (1 10 mg, 0.97 mmol) in THF (3 mL) droppwise added under 
a period of 40 min. The temperature was kept at 8 °C and 2 M KOH was added 
continuously to adjust the pH to around 6-8. Aqueous potassium hydroxide (6 M, 0.38 
mL, 1.41 mmol) was added and the mixture was stirred at room temperature for 20 
min. The pH was adjusted to 8 and the mixture was extracted with ethyl acetate. The 
organic phase was sq)arated and the solvent was evaporated. The residue was flash 
chromatographed on silica gel eluting with 30 % acetone in DCM, yielding 98 mg (52 
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%) of tie title compound: MS (lonspray, [M+H]*) m/z 429. Anal. Calcd. (found) for 
C,7H2oClN304S2: C 47.5 (47.4) % H 4.7 (4.9) % N 9.8 (9.5) %. 

EXAMPLE 210M 

5 3-Chloro-N^dimethyl-N-{4-I2-(3-oxo-4-morpholinyl)ethyll-l^thlazol-2- 
yl}benzenesulfonainide 

lodometiiane (34 mg, 0.24 mmol) was added to a solution of EXAMPLE 210A (100 
mg, 0.24nimol) and N-ethyldiisopropylamine (31 mg, 0.24 mmol) in DMF (3 mL). 
The mixture was stirred at room temperature for 2 h and was then extracted with ethyl 
10 acetate. The organic phase was dried over sodium sulphate, filtered and the solvent 
was evaporated giving a solid. The solid was boiled in edianol and was then filtored 
off givmg 38 mg (37 %) of the tide compound: NMR (DMSO) 5 2.65 (s, 3H), 2.83 
(t, 2H). 3.34 (t. 3H), 3.50 (s, 3H). 3.54 (t, 2H), 3.78 (t, 2H), 3.93 (s, 2H), 6.63 (s, IH), 
7.37 (t, IH), 7.66 (d, IH). 7.90 (d, IH); MS (lonspray. [M+H]*) m/z 429. 

15 

EXAMPLE210N 

3-Chloro-2-methyl-N-{4-I2-(2-methyl-3-oxo-4-morphonnyl)ethyll-l,3-thiazol-2- 
yl}betizenesulfonamide 

EXAMPUE 208 (0.250 g, 0,665 mmol) was stirred in THF (3 mL) and water (2 mL) at 
20 5 X. 2-C3iloropropionic acid chloride was added neat (10 x 16 pL) while the pH was 
adjusted to approximadey 8 with aqueous potassixmi hydroxide (50%). Upon • 
completion of die acylation (monitored by HPLC), the pH was adjusted to 14-15 widi 
aqueous KOH to effect the ring closure. The reaction mixture was extracted wifli ethyl 
acetate (3 x 25 mL), and the combined organic phases was dried over magnesium 
25 sulfate. Removal of solvent and purification by silica gel chromatography (gradirait of 
2 - 4% medianol in DCM) gave die product as a white solid (0.120 g, 41% yield): 
HRMS calcd (found) for C,7H2oClN3p4S2 m/z 429.0584 (429,0581). 

EXAMPLE 210O 

30 N-[2-(2-{[(3-ChIoro-2-methylphenyl)sulfonyllamino}-l,3-thIa2ol-4- 
yl)ethyllacetamide 
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The syntliesis was performed using METHOD A, starting from EXAMPLE 200A (100 
mg, 0.30 mmol), acetic acid anhydride (37 mg, 0.36 mmol) and pyridine (3 mL) giving 
85 mg (76 %) of the tide componnd after purification: MS (lonspray, [M+HT) m/z 

• 373; AnaL Calcd. (found) for C14H16CIN3O3S2: C 45.0 (44.3) % H 4.3 (4.4) %N 11.2 

5 (11.0)%. 

EXAMPLE 2 lOQ 

3-Chloro-2-inethyI-N-{4-[2-(3-oxo-l,4-oxazepan-4-yl)ethylI-l,3-thiazol-2- 
yl}benzenesulfonamide 

10 INTERMEDL\TB 22 (0. 133 g, 0.389 mmol) was dissolved in DCM:TFA (1: 1; 9 mL) 
and stirred for 25 min. The solvent was evaporated and the oil (0.250 g) was dissolved 
in DCM (25 mL) and washed with aqueous NaOH (2 M, 2 mL). The organic phase 
was dried over magnesium sulphate and concentration in vacuo gave an oil that was 
taken up in DCM (3 mL). DMAP (45 mg, 0.35 mmol, 1.6 eq) and 3-chloro-2- 

15 mefliylbenzenesulfonyl chloride (0.094 g, 0.44mmol, 2 eq.) were added. The reaction 
mixture was stirred overnight The solvent was removed in vacuo and the residue was 
purified on silica gel by chromatography (gradient of 1 % to 2 % methanol in DCM) 
affording the title compound as a white solid (27 mg, 28 % yield): HRMS calcd 
(found) for CnH2oClN304S2 m/z 429.0662 (429.0568). 

20 . 
EXAMPLE 210R 

3-ChIoro-2-methyl-N-{4-[2-(2-oxaf-l-pyrrolidinyl)ethyl]*l^thiazol-2- 
yl}benzenesulfonamide 

A mixture of EXAMPLE 200A (200 mg, 0.60 mmol), ethyl 4-bromobutyrate (1 18 mg, 
25 0.60 mmol), DIEA (156 mg, 1.20) and potassium iodide (10 mg, 0.06 mniol) ixi 
ethanol (5 mL) / DMSO (2 mL) was refluxed overnight, allowed to cool to room 
temperature, and extracted with ethyl acetate. The organic phase was separated; dried 
over sodium sulphate, filtered and the solvent was evaporated. The residue was 
purified by flash chromatography on silica gel eluting with 20 % acetone in DCM 
30 giving 18 mg (7 %) of soUd material: NMR (CDCI3) 5 2.00 (qn, 2H), 2.38 (t, 2H), 



f 
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2.65 (s. 3H), 2.88 (t. 2H), 3.40 (t. 2H), 3.58 (t 2H), 6.24 (s, IH), 7.22 (t. IH). 7.52 (dd, 
IH). 8.01 (dd, IH); MS (lonspray, [M+H]*) m/z 399. 

EXAMPLE 210S 

5 3-ChIoro-2-methyl-N-{4-[2-(2-oxo-l-imida2olidinyl)ethyll-i;j-thiazoI-2- 
yl} benzenesulfo namide 

EXAMPLE 191 A (6.5 g, 15.8 mmol) in THF (6 mL) was added dropwise to 1,2- 
ethanediamine (25 mL) at 5 °C. The mixture was stirred at ambient temperature for 1 h 
and was then concentrated in vacuo. The residue was dissolved in MeOH (10 mL) and 
10 added dropwise to water (400 mL) at 0 °C. The pale orange yeUow precipitate was 
filtered off and dried (5.0 g, 84% yield) and used in the next step without further 
purification. The crude intermediate (0.381 g, 1.01 mmol) was stirred in THF (8 mL) 
at 0 °C and bis(tiichloromethyl) carbonate (0.340 g, 1. 1 mmol) in THF (2 mL) was 
added. The mixture was cooled to -10 °C and triettiylamine (0.268 g, 2.5 mmol) in 
15 THF (3 mL) at -10 "C was added slowly. The mixture was stirred at 0 °C for l.Sh, and 
then allowed to warm to room temperature. Stining continued for 40 min. Water (5 ^ 
mL) was added and the resulting mixture was extracted wilii ethyl acetate (3 x 20 mL). 
The combined organic phases were dried (magnesium sul&te) and removed in vacuo 
^ving a residue that was purified by revearse phase HPLC. Hus procedure gave 9 mg 
20 of ihe title compoimd as a white solid: HRMS calcd (found) for Ci5Hi7ClN402S2 m/z 
400.0431(400.0414) 

EXAMPLE 210T 

3-Chloro-2-methyl-N-{4-l2-(2-oxo-l^oxazolidin-3-yl)ethyll-l^thiazol-2- 

25 yi}benzenesulfonamide 

To a solution of EXAMPLE 208A (0.490 g, 1.45 mmol) in THF (6 mL) at 0 "C N,N'- 
caibonyl diimidazole (0.194 g, 1.2 mmol) was added. The reaction mixture was cooled 
to -10 °C and trie%lamine (0.400 g, 4 mmol) in THF (3 mL) at -10 "C was added 
slowly. Etibyl acetate (50 mL) was added and the resulting solution was washed with 

30 0.25 M HCL (2 x 15 mL), brine (30 mL) and dried over magnesium sulfate. After 

removal of the solvent the crude material was purified by reversed phase HPLC to give 
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the product as white solid (0.080 g, 14% yield): HRMS calcd (found) for 
Ci5Hi6ClN304S2m/z 401.0271 (40L0260). 

EXAMPLE 210U 

5 N-I2-(2-{[(3-Chloro-2-methylphenyl)sulfonyIlamino}-l,3-thiazol-4-yl)ethyl>^^ 
hydroxyethyl)-2-furamide 

A mixture of EXAMPLE 208A (13 1 mg, 0.3 mmol), aqueous sodium carbonate (10%, 
2 mL) in THF (5 mL) was treated with furoyl chloride (1 17 mg, 0.9 mmol) in THF (1 
mL) at 0 °C- The reaction mixture was allowed to warm to room temperature and 

10 stirred over night Ethyl acetate (20 mL) was added and the mixture was washed with 
water, dried (sodium sulfate) and evaporated to give an oily residue. Purification by 
flash column chromatography on silica gel eluting with ethyl acetate / methanol 
mixtures gave 51 mg (36 %) of the tide compound: NMR (DMSO) 5 2.66 (s, 3H), 
2.78 (t, 2H), 3.52-3.61 (m, 4H), 3.74 (t, 2H), 6.45 (s, IH), 6.52 (dd, IH), 6.90 (d, IH), 

15 7.36 (t, IH), 7.63 (dd, IH), 7.69 (br s, IH), 7.91 (dd, IH), 12.62 (br s, NH). 

EXAMPLE 210UA 

N-[2-(2-{[(3-chIoro-2-methylphenyl)sulfonyl]amino}-l^-thiazol-4-yl)ethyl]-N- 
methylcyclopropanecarboxamide 
20 The synthesis was performed using synthetic METHOD A at room temperature, with 
EXAMPLE 260B (200 mg, 0.58 mmol), cyclopropanecarbonyl chloride (63 mg, 0.61 
mmol) and pyridine (2 mL) giving 125 mg (52%) of the title compound of 
purification: MS (lonspray, [M+H]*) m/z 414; Anal. Calcd. (found) for 
C17H20CIN3O3S2 • 0.5 H2O: C 48.4 (48.5) % H 5.0 (5.2) % N 9.9 (9.6) %. 

25 

EXAMPLE 210V 

3-Chloro-2-methyl-N-{4-[2-(4-methyl-2-oxo-l-piperazinyl)ethyI]-l,3-thiazoI-2- 
yl}benzenesulfonamide hydrochloride 

A mixture of EXAMPLE 191 A (600 mg, 1.46 mmol), N-BOC-ethylenediamine (469 
30 mg, 2.93 mmol) and DIEA (189 mg, 1.46 mmol) was refluxed in ethanol (10 mL) for 3 
h. The solvent was evaporated and the residue was flash chromatographed on SiOi 
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eluting with 10 % methanol in DCM aflGording 265 mg (38 %) intennediate tert-butyl 
2-{[2-(2-{[(3-cUoro-2-methylphenyl)siilfonyl]ainino}-l,3-tW 
yl)ethyl]anmio}etfaylcarbamate. This material (2SS mg, 0.54 mmol) was dissolved in 
DCM (4 mL), followed by the addition of DMAP (163 mg, 1.21 mmol). Chloroacetyl 

5 chloride (134 mg, 1.18 mmol) dissolved in DCM (2 mL) was added, and the mixture 
was stirred for 1 h at room tenq>erature followed by a wash with aqueous HCl (2 M). 
The remaining organic phase was dried over sodium su^hate, filtered and evaporated 
in vacuo. The residue was taken up in ethyl acetate (25 mL), and at 0 ''C HCl gas was 
bubbled trough under a period of 3 minutes. The mixture was stirred for 10 minutes 

10 and the solvent was evaporated giving 284 mg of N-(2-aminoethyl)-2-chloro-N-[2-(2- 
([(3-cUoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)ethyl]acetaim 
hydrochloride. ITiis material (280 mg,. 0.57 mmol) and sodium bicarbonate (169 mg, 
2.01 mmol) were refluxed in ethanol (30 mL) for 2 h. The solvent was evaporated and 
the residue was flash chromatographed on RP silica gel gradient eluting with 

15 (acetonitrile in H2O / 1 % cone. HCl) giving 1 13 mg (47 %) of 3-chloro-2-methyl-N- 
{4-[2--(2-oxo- l-piperazinyl)ethyl]- 1 ,3 -thiazol-2-yl } benzenesulfonamide hydrochloride. 
To a solution of this material (113 mg, 0.27 mmol), 37 % aqueous formaldehyde (38 
. uL, 1.36 nmiol), 5M HCl / methanol (22 iiL, 0.11 mmol) in methanol (10 mL) was 
added sodium cyanaborohydride (24 mg, 0.38 ihmol). The mixture was stirred at room 

20 temperature for 1 h. The solvent was evaporated and the residue was flash 

chromatographed on RP silica gel gradient eluting with (acetonitrile in H2O / 1 % 
cone. HCl) giving 69 mg (59 %) of die title compound: MS (lonspray, [M+H]"^) m/z 
428. Anal. Calcd. (found) for CnH2iClN403S2 • 1 HQ: C 43.9 (43.5) % H 5.2 (4.9) % 
N 12.0(11.9)%. 

25 . 

EXAMPLE 2i0W 

3-Chloro^2-methyl-N-(4.{2-[(methylsuIfonyI)aminolethyl}-l,3-thiazoI-2- 
yI)benzenesuIfonamide 

The synthesis was performed using METHOD A, with EXAMPLE 200A (100 mg, 
30 0.30 mmol), methanesulphonyl chloride (42 mg, 0.36 mmol) and pyridine (3 mL) 

giving 85 mg (69 %) of the tide compound after purification: MS (lonspray, [M+H]'') 



wo 01/90090 



PCT/SEOl/01155 



m/z 409; Anal. CalccL (found) for C13H16CIN3O4S3: C 38.1 (38.5) % H 3.9 (4.1) %N 
10.2(9.9)%. 

EXAMPLE 210X 

5 3-ChIoro-2-methyl-N-(4-{2-[methyl(methylsulfonyl)aminolethyI}-l^ 
yl)benzenesulfpnamide 

The synthesis was perfonned according to METHOD A at room temperature, with 
EXAMPLE 200B (81 mg, 0.23 mmol), methanesulphonyl chloride (60 mg, 0.52 
mmol) and pyridine (2 mL) giving 3 1 mg (28 %) of the title compound: NMR 
10 (CDCI3) 5 2.63 (s, 3H), 2,77 (s, 3H), 2.87 (s, 3H), 3.02 t, 2H), 3.44 (t, 2H), 6.34 (s, 
IH), 7.24 (t, IH), 7.55 (dd, IH), 8.00 (dd, IH); MS (lonspray, [M+H]^ m/z 423. 

EXAMPLE 2 lOY 

3-Chloro-2-methyl-N-[4-(2-{[(trifluoromethyl)sulfonyl]amino}ethyl)-l,3-thiazol-2- 

15 yl]benzenesulfonamide 

Trifluoromethanesulphonic anhydride (128 mg, 0.45 mmol) dissolved in DCM (1 mL) 
was added to a solution of EXAMPLE 200A (150 mg, 0.45 mmol) in DCM (15 mL) 
and TEA (46 mg, 0.45 mmol) at room temperature. The mixture was stirred for 1 h 
and ttie solvent was evaporated* The crude material was purified hy flash 

20 chromatography on silica gel eluting with 10 % acetone in DCM giving 100 mg (48 
%) of a solid material: MS (lonspray, [M+H]^ m/z 463. Anal. Calcd. (found) for 
C13H13CIF3N3O4S3: C 33.7 (34.0) % H 2.8 (2.9) % N 9. 1 (9.0) %. 

EXAMPLE 210Z 

25 3-ChIoro-2-methyl-N-[4-(2-{methyl[(trifluoromethyl)sulfonyl]amino}ethyI)-l,3- 
thiazol*2-yl]benzenesulfonamide 

Trifluoromethanesulphonic anhydride (123 mg, 0.43 mmol) dissolved in DCM (1 mL) 
was added to a solution of EXAMPLE 200B (150 mg, 0.43 mmol) in DCM (25 mL) 
and TEA (44 mg, 0,43 mmol) at room temperature. The mixture was stirred overnight 
30 and the solvent was evaporated. The crude material was purified by flash 

chromatography on silica gel eluting with 10 % acetone in DCM giving 110 mg (53 
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%) of solid material: MS (lonspray, [M+H]^ miz All. Anal. Calcd (found) for 
C14H15CIF3N3O4S3: C 35.2 (35.3) % H 3.2 (3.1) % N 8.8 (8.5) %. 

EXAMPLE 210ZA 

5 N-[2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-y0^^^ 
methyl-lH-iinidazole-4-sulfonamide 

A suspension of EXAMPLE 200A (200 mg, 0.60 nunol), l-metiiylimidazole-4- 
sulphonyl chloride (109 mg, 0.60 mmol), TEA (61 mg, 0.60 nunol) in DCM (10 mL) 
was refluxed for I h. The reaction mixture was allowed to cool to room temperature 
10 and the solid was filtered off giving 161 mg (58 %) of pure title compound: MS 

(lonspray, [M+H]^ m/z 476; Anal. Calcd. (found) for C16H18CIN5O4S3: C 40.4 (40.2) 
% H 3.8 (3.8) % N 14.7 (14.6) %. 

EXAMPLE 21pZB 

15 3-Chloro-N-(4-{2-[[(3-chloro-2-methyIphenyl)sulfonyIl(methyI)aminoIethyl}-l,3- 
thiazol-2-yl)-2-methylbenzenesulfonamide 

The synthesis was performed using METHOD A at room temperature, with 
EXAMPLE 200B (150 mg, 0.43 mmol), 3-chloro-2-methylbenzenesulphonyl chloride 
(117 mg, 0.52 mmol) and pyridine (2 mL) giving 91 mg (39 %) of the title compound 
20 after purification: MS (lonspray, [M+H]'^ m/z 533; Anal. Calcd. (found) for 
C20H21CI5N3O4S3: C 45.0 (45.4) % H 4.0 (4.1) % N 7.9 (7.7) %. 

EXAMPLE 213 A 

N-[4-(2-bromoethyI)-l,3-thiazol-2-yI]-3-chIoro-2-methylbenzenesulfonamide 
25 An ice-cold mixture of EXAMPLE 18 1 A (2.03 g, 6. 10 mmol), triphenylphosphine 
(4.80 g, 18.3 1 mmol) and carbontetrabromide (6.07 g, 18.31 mmol) in DMF (30 mL) 
was stirred for 1.5 h, and was then poured into water. The mixture was extracted with 
DCM, dried (sodium sulfate) and die solvent was evaporated. The crude material was 
twice purified by flash chromatography on silica gel gradient eluting with 0-4 % 
30 acetone in DCM giving N-[4-(2-bromoethyl)-l,3-thiazol-2-yl]-3-chloro-2- 

mefhylbenzenesulfonamide as a solid (990 mg, 41 %). MS (lonspray, [M+H]^ m/z 
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394; Anal. Calcd. (found) for CnHiaBrClNzOzSj: C 36.4 (36.6) % H 3. 1 (3.3) % N 7. 1 
(7.2)%. 

EXAMPLE 214A 

S 3-Chloro-N-[4-(2-chIoroethyl)-l^-thiazol-2-yl]-2-methylbenzenesulfonamide 
A mixture of EXAMPLE 181A (100 mg, 0.30 mmolX triphenylphosphine (158 mg, 
0.60 nunol) and carbontetrachloride (1 16 mg, 0.7S mmol) in DMF (2 mL) was stiired 
over night, and was titen povired into water. The mixture was extracted witti EtOAc, 
dried (Sodium sulfate) and the solvent was evaporated. The crude material was 

10 purified by flash chromatography on silica gel gradient eluting with 2-4 % acetone in 
DCM giving a soUd (25 mg, 24 %). ^HNMR (CDCI3) 5 2;64 (s, 3H), 3.17 (t, 2H), 3.77 
(t, 2H), 6.30 (s, IH), 7.24 (m, 2H), 7.56 (d, IH), 8.02 (d, IH); MS Gonspray, [M+H]^) 
m/z350. 

15 EXAMPLE 223 A 

3-Chloro-2-methyl-N-{4-[(S-methyl-l,3,4-oxadiazoI-2-yl)methyl]-l^-thiazo^^ 
yl}benzenesulfonamide 

EXAMPLE 87 A (367 mg, 1.06 mmol) was coupled with N-acetyl hydrazine (94 mg, 
1.24 mmol) using METHOD F. After purification, 330 mg (94%) of the intermediate 

20 hydrazide was obtained (mp 1 12 This hydrazide (49 mg, 0. 12 mmol) was 
suspended in acetonitrile (dry, 1 mL) in a Heck vial and treated with phosphorus 
oxychloride (100 |iL, 0.593 mmol). The vial was sealed and heated at 80 '^C on an oil . 
bath for 2 h. Water (3 mL) was added and extractive work up with ethyl acetate, 
drying (sodium sulfate), filtration and evaporation of the volatiles at the rotavapor 

25 gave a pale brown oil that was crystaUized fi-onl methanol. Pale brown ciystals were 
obtained (17 mg, 36%): MS (lonspray, [M+H]^ m/z 385. 



30 



EXAMPLE 23 IB 

Ethyl 3-(2-{[(3-chloro-2-methyIphenyi)sulfonyllamino}-l,3-thiazol-4- 
yl)propanoate 
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Thiourea (4.86 g, 64 mmol) was dissolved in ethanol (60mL) at 60 °C. Methyl 
levulinate (4.16 g, 32 mmol) aiid iodine (8.11 g, 32 mmol) were added and the 
temperature was elevated to reflux. The mixture was stirred for 6 h and the solvent was 
evaporated. Ethyl acetate^ water aad sodium bicarbonate solution was added and 

5 mixture was extracted. The organic phase was dried (sodiiun sulphate), filtered and the 
solvent was evaporated giving 6 g crude product. The crude was flash cromatographed 
on Si02 eluting with 5 % methanol in DCM giving ethyl 3-(2-amino-l,3-thiazol-4- 
yl)propanoate (1.33 g, 7.14 mmol, 11 %). This material (1.23 g, 6.14 minol) was. 
sulphonylated with 3-chloro-2-methylbenzenesulphonyl chloride (1.79 g, 7.98 mmol) 

10 in pyridme (5 mL) according to METHOD A giving 1.91 g (80 %) of the title product: 
MS (lonspray, [M+H]^) m/z 388. Anal. Calcd. (found) for Ci5Hi7CrN204S2 : C 46.3 
(46.3) % H 4.4 (4.5) % N 7.2 (7.0) %. 

Various embodiments of the present invention have been described above but a person 
IS skilled in the art realizes further minor alterations which would fall into the scope of 
the present invention. The breadth and scope of the present invention should not be 
limited by any of the above-described exemplary embodimenits, but should be defined 
only in accordance with the following claims andlheir equivalents. 
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Claims 




5 



wherein 

T is an aryl ring or heteroaryl ring or aiyl-Ca-alkenyl ring, optionally independently 
substituted by [R]n, wherein n is an integer 0-5, and R is hydrogen, aryl, heteroaiyl, a 

10 heterocyclic ring, optionally halogenated Ci^-alkyl, optionally halogenated Ci-6- 

alkoxy, Ci-6-alkylsulfonyl, carboxy, cyano, nitro, halogen, amine which is optionally 
mono- or di-substituted, amide which is optionally mono- or di-substituted, aryloxy, 
arylsulfonyl, arylamino, wherein aiyl, heteroaiyl and aryloxy residues and heterocyclic 
rings can further be optionally substituted in one or more positions independentiy of 

15 each other by Ci^-acyl^ Ci^-allQrlthio, cyano, nitro, hydrogen, halogen, optionally 
halogenated Ci^-alk/1, optionally halogenated Ci^-alkoxy, amide which is optionally 
mono- or di-substituted, (benzoylamino)methyl, carboxy, 2-thienylmethylamino or 
({[4-(2-ethoxy-2-oxoethyl>l,3-thiazol-2-yl]ainino}cari)onyl); 

20 with the proviso that when rMs H, X is CH2, Y is CO, is EtO and B is H, tiien T is 
not 2,4-dichloro-5-methylphenyl, 4-chlorophenyl, 4-chloro-2,5-dimethylphenyl, 2,4- 
difluorophenyl, 3-nitrophenyl and phenyl; 



R^ is hydrogen or Ci^-alkyl; 

25 

XisCHiOrCO; 



c- 
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Y is CH2, CO or a single bond; 

B is hydrogen, Ci^-alkyl or dimefhylaminometliyl; 

5 is selected from Ci^-alkyU azido, aiyltfaio, heteroaiylthio, halogen, hydroxymethyl, 
2-hydroxyethylaimnomethyl, methylsulfonyloxymethyl, 3-oxo-4- 
morpholinolinylmediylene, Ci-6-aIkoxycarbonyl, 5-methyH,3.4-oxadia2ol-2-yl; 
NR^R^ wherein R^ and R* are each independently selected from hydrogen, Cj^-alkyl, 
optionally halogenated Ci^-alkylsulfonyl, Ci^-alkoxy, 2-methoxyethyl, 2- 

10 hydroxyethyl, 1-methylimidazolylsulfonyl, Ci-6-acyl, cyclohexyhnethyl, 

cyclopropanecarbonyl, aryl, optionally halogenated arylsulfonyl, ftirylcarbonyl, 
tetrahydro-2-friranylmethyl, N-carbethoxypiperidyl, or Ci-6-aIkyl substituted with one 
or more aiyl or heteroaryl, or 

NR^R'* represent together heterocyclic systems which can be imidazole, piperidine, 
15 pyrrolidine, piperazme, morpholine, oxazepine, oxazole, thiomorpholine, 1,1- 
dioxidothiomorpholine, 2-(3,4-dihydro-2(lH)isoquinolmyl), (lS,4S)-2-oxa-5- 
azabicyclo[2.2.1]hept-5-yl, which heterocyclic systems can be optionally substituted 
by Ci-6-alkyl, Ci_a-acyl, hydroxy, 0x0, t-butoxycarbonyl; 

OCONR^R^, wherein R^ and R^* are each independently selected from hydrogen, Cj-6- 
20 alkyl or form together morpholinyl; 

R^O, wherein R? is hydrogen, optionally halogenated Ci-6-alkyl, aiyl, heteroaryl, Ci-6- 
acyl, Ci^-alkylsulfonyl, aiylcarbonyl, heteroarylcarbonyl, 2-4:arbomethoxyphenyl; 

or a salt, hydrate or solvate thereof. 

25 

2. A compound according to claim 1, 
wherein 
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T is selected from 5-chloro-l,3-dimethyHH-pyra2ol-4-yl; 4-chloro-2,3,l- 
benzoxadiazolyl; 5-(dimethylamino)rl-naphthyl; l-methylimidazol-4-yl; l-naphthyl; 

2- naphthyl; (E)-2-pheiiyletiienyl; 8-quinolinyl; 

Ihienyl substituted with one or more of (benzoylainino)methyl, bromo, chloro, 3- 
5 isoxazolyl, 2-(methylsulfanyl)-4-pyrimidinyl, l-methyl-5-(trifluoromethyl)pyrazol-3- 
yl, phenylsutfonyl, pyridyl; 

phenyl substituted with one or more of acetylamino, S-acetylaminophenyl, 3- 
acetylphenyl, benzeneamino, l,3-ben2odioxol-5-yl, 2-benzofuiyl, benzylamino, 3,5- 
bis(tri£luoromethyl)phenyl, bromo, butoxy, carboxy, chloro, 4-carboxyphenyl, 3- 

10 chloro^2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-1hienyl, cyano, 3,4- 

dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2-yl]amino}carbonyl), fluoro, 
5-fluoro-2-methoxyphenyl, 2-furyl, hydrogeio, iodo, isopropyl, medianesulfonyl, 
imethoxy, methyl, 4-methyl-l-piperazmyl, 4-melhyl-l-piperidinyl, 4- 
metiiylsulfany^henyl, S-mediyl-2-tfaienyl, 4-morpholinyl, nitro, 3-nitrophenyl, 

15 phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridyImethylamino, 1-pyrrolidinyl, 2-thienyl, 

3- thienyl, 2-11uenylme1hylainino, trifluoromethoxy, 4-trifluoromethoxyphenyl, 
trifluoromethyl; or 

witti the proviso that when rMs H, X is CH2, Y is CO, is EtO and B is H, then T is 
20 not 2,4-dichloro-5-methylphenyU 4-chlorophenyl, 4-chloro-2,5-dimetixylphenyl, 2,4- 
difluorophenyl, 3-nitrophenyl and phenyl; 

is hydrogen or methyl; 

25 XisCHaorCO; 

Y is CH2, CO or a single bond; 

B is hydrogen, methyl or dimethylaminomethyl; 

30 

R^ is selected from 
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n-propyl, azido, bromo, chloro, 2-pyridinylsuIfanyl, 3-oxo-4-inoq>holinolinyl- 
mefliylene, ethoxycarbonyl, 5-methyl-l,3,4-oxadiazol-2-yl, hydroxymetiiyl, 2- 
hydroxyethylaminomethyl, methylsulfonyloxymelliyl; 

NR^R\ wherein and R"^ are each independently selected from acetyl, benzhydiyl, 
5 l,3-bOTZodioxol-5-yhnethyl, benzyl 3-chloro-2-me11iylphenylsiilfonyl, cyclohexyl, 
cyclohexylmethyl, cyclopropanecarbonyl, ethyl, 2-fuiylcarbonyl, 2-furyhnethyl, 
hydrogen, 2-hydroxyethyl, 2-(lH-indol-3-yl)ethyl, isopropyl, methoxy, 2- 
methoxyethyl, methyl, 4-( l-methy1iiTiidazolyl)siilfonyl, methylsidfonyl, phenyl, (IS)- 
phenylethyl, n-propyl, tetrahydro-2-furanylmethyl, trifluoromethyisulfonyl, N- 
10 carbethoxypiperidyl; or 

NR^R"* represent together 4-acetylpiperazdnyl, 4-t-butoxycarbonylpiperazinyl, 2-(3,4- 
dihydro-2(iH)isoquinolinyl), (2R,6S)-2,6-dimethylmorpholinyl, (2R)-2,4-dimethyl-l- 
piperazdnyl, 2-hydroxy-3-oxomorpholinyl, imidazolyl, 2-methyl-3-oxomoq)holinyl, 4- 
methyl-2-oxopiperazmyl, 4-methylpiperazinyl, inorpholinyl, (lS,4S)-2-oxa-5-aza- 
15 bicyclo[2.2. l]hept-5-yl, 2-oxoLmidazolinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxazepinyl, 
2-oxooxazolinyl, piperazinyl; piperidinyl; pyrroUdinyl; pyrrolidonyl, thiomorpholinyl; 
1 , 1 -dioxido-lhiomorpholinyl; 

OCONR^R^, wherein R^ and R"* are each independently selected from etitiyl, hydrogen 
or form together morpholinyl; 
20 R^O, wherein R^ is acetyl, benzoyl, benzyl, ethyl, 2-fluoroethyl, 2-fiirylcarbonyl, 
hydrogen, isobutyiyl, isopropyl, methyl, 2-carbomethoxyphenyl, methylsulfonyl, 
phenyl, propionyl, 3-pyridinyl, 2,2,2-trifluoroethyL 

3. A compound of claim 1-2 selected from the group consisting of: 
25 Ethyl 2-(2-(((4-meihylphenyl)sulfonyl)amino)- l,3-1hiazol-4-yl)acetate. 
Ethyl 2-(2-{j;(2,5-dicWoro-3-thienyl)sulfonyl]ainino}-l,3-thiazol^^ 
Ethyl (2-{ [(2-cMorophenyl)sulfonyl]amino}- l,3-thiazol-4-yl)acetate. 
Ethyl 2-(2-{[(3-cUoro-2-mefhylphenyl)sulfonyl]amino}-l,3-tMazol-4-yl^ 
Ethyl 2-{2-[([l, l'-biphenyl]-4-ylsulfonyl)amino]-l,3-thiazol-4-yl}acetate, 
30 Ethyl 2-(2-{[(3-bromophenyl)sulfonyl]amino}-l,3-thiazoM-yl)acetat^ 
Efliyl (2-{ [(4-nitrophenyl)sulfonyl] amino }- 1 ,3 -thiazol-4-yl)acetate. 
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Ethyl (2-{((4-meliiojqT)henyl)sulfonyl]aiiiino^ 

Ethyl (2-{ [(3-mediylpheayl)siilfonyI]ammo}- 1,3-tluazol^ 

Ethyl (2-{[(3-cUorophenyl)siilfonyl]aiiimo}-l,3-Mazol'^ 

Ethyl (2-{[(4-fluorophenyl)sulfonyl]ainino}-l,3-thiazoI-^^ 
5 Ethyl (2-{[(3-fluorophenyl)sulfonyl]ammo}-l,3-tMazol-4-yl)aceta^^ 

Ethyl (2-{[(4-isopropylphenyl)sulfonyl]ammo}-l,3-t^ 

Ethyl [2-({[3-({[4<2-e1hoxy-2-oxoethyl)-l,3-thiazol-2- 

yl]amino}caifoonyl)phenyl]sulfonyl}amiiio)- l.S-fhiazol-^-yllacetate, 

Ethyl [2-({[4.({[4-(2-ethoxy-2-oxoethyl)-l,3-thia2ol-2- 
10 yljamino } carbonyl)pheiiyl] sulfqnyl} amino)- l,3-thiazol-4-yl] acetate. 

Ethyl (2-{|;(2-methyIphenyl)sulfonyl]aiiimo}-l,3-tbi^^ [ 

Ethyl [2-({ [2-(trifluoromethyl)phenyl]sulfony I } amino)- 1 ,3 -thiazoM-yl] acetate, 
Ethyl [2-({ [3-(trifluoromethyl)phenyl]sTilfonyl} amino)- 1,3 -thiazol-4-yl]acetate. 
Ethyl [2-({[4-(trifluoromethyl)phenyl]sulfonyl}amino)-l,3-thiazol-4-yl]acetat 
15 Ethyl 2-(2-{[(4-bromophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(2-nitrophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(2,4-dicUoro-6-methylphenyl)sulfonyl]amino}-l,3-tliiazol-4-yl)^^ 
Ethyl (2-{ [(2,4,6-tricMorophenyl)siilfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(2,4-dicMorophenyl)siilfonyl]amino}-l,3-thiazol-4-yl)acetate, 
20 Ethyl (2-{[(5-£luoro-2-methylphenyl)sulfonyl]anMno}-l,3-thiazol-4-yl^ 
Ethyl (2- { [(4-propylphenyl)siilf onyl] amino } - 1 , 3 -thiazol-4-yl)acetate. 
Ethyl (2-{[(2-methoxy-4-methylphenyl)sulfonyl]aiiiino}-l,3-thia2ol-4-yl)acete^^ 
Ethyl (2-{[(3,5-dicUorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl [2-({[4-(3-cUoro-2^cyanophenoxy)phenyl]sulfonyl}ainino)-l,3-thiazol-4- 
25 yljacetate. 

Ethyl (2-{[(3,4-dicUorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetete, 
Ethyl (2-{[(4-butoxyphenyl)sulfonyl]ammo}-l,3-flua2ol-4-yl)acetate 
Ethyl (2-{[(4-cMoro-2-methylphenyl)sulfonyl]ainmo}-l,3-thiazol^ 
Ethyl [2-({[4-(acetylammo)phenyl]sulfonyl}aimno)-l,3-tiiia2X)M 
30 Ethyl {2-[(8-quinolmylsulfonyl)amino]-l,3-tMazoM-yl}acetate, 

Ethyl (2-{[(3,4-dimethoxyphenyl)sulfonyl]amino}-l,3-thia2X)l-4-yl)a 
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Etiiyl (2-{[(44odophenyl)sulfonyl]amino}-l,3-thia2ol-4-yl)acetate, 

Ethyl (2-{[(3-cUoro-4-methylphenyl)suifonyl]ainino}- 1,3-^ 

Ethyl [2-({ [5-(dimethylainino)- 1 -naphthyljsulfonyl} amino)- 1 ,3-thiazol-4-yl]acetate. 

Ethyl (2-{[(l-methyl- lH4nddazol-4-yl)siilfonylJainino}- l,3-fhiazol-4-yl)acetate, 

5 Ethyl (2-{[(5-bromo-2-methoxypheayl)sulfonyl]amino}.-l,3-thiazoi^ 
Ethyl (2-{[(2,5-<iime&oxyphenyi)siilfonyl^ 
Ethyl {2-[(2-iiaphthylsulfonyl)ainino]-l,3-thiazol-4-yl}acetate, 
Ethyl {2-[(mesitylsulfonyl)ainino]-l,3-fhiazol-4-yl}acetat^^ 
Etiyl (2-{[(3-bromo-5-cMoro-2-tMenyl)siilfoiiyl]anuno}-l,3-^ 

10 Ethyl {2-[({5-[(beiizoyIamino)methyl]-2-thienyl}sulfony 
yl}acetate. 

Ethyl {2-[({5-[l-metiiyI-5<trifluoromethyl>lH-pyra2»l-3.y^^ 
thienyl} sulfonyl)ainmo]- l,3-thiazol-4-yl}acetate, 
Ethyl (2-{[(4-cyanophenyl)sulfonyl]ainino}-l,3-thiazol-4-yl)acetate, 
15 Ethyl {2-[({5-[2-(methylsiilfanyl)-4-pyriimdi^^ 
thiazol-4-yl}acetate. 

Ethyl (2- { [(3 -cyanophenyl)sulf onyl]amino } - 1 ,3-thiazol-4-yl)acetate. 

Ethyl (2-{ [(2,4,5-tricUorophenyl)sulfonyl]a2nmo}-l,3-thiazo 

Efliyl [2-({[(E)-2-phenylethenyl]sulfonyl}amino)-l,3-tbiazoM-yl]acetate, 

20 E%l(2-{[(2,3,4-trichlorophenyl)sulfonyl]ainmo}-l,3^thiaz^ 

Ethyl (2-{ [(4-bromo-2,5-difluorophenyl)sulfonyl]aniino }- 1 ,3-thia!zol-4-yl)acetate. 
Ethyl [2-({ [4-(trifluoromethoxy)phenyI]sulfonyl} amino)- 1,3 -thiazoI-4-yl]acetate, 
Ethyl (2-{[(2,3-dicUorophenyl)siilfouyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{ [(2-bromophenyl)sulfonyl]amino}- 1 ,3-thiazol-4-yl)acetate, 

25 Ethyl (2-{[(4,5-dicUoro-2-tMenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl [2-({[4-(phenylsulfonyl)-2-thienyl]sulfonyl}ammo)-l,3-thiazol^^ 
Ethyl [2-({[5-(phenylsiilfonyl)-2-tMenyl]siilfonyl}amm 
. Ethyl (2-{[(2,6-dicUorophenyl)suIfonyllamino}-l,3-thiazol-4-yl)ace 
Ethyl (2-{[(2-cyanophenyl)sulfonyl]ainino}-l,3-thiazol-4-yl)acete^^^ 

30 Ethyl [2<{[4-(acetylamino>3-cWorophenyl]siilfonyl}ai^ 
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Ethyl (2-{ [(5-cMoro- 1,3-dimethyl- lH-pyra2»l-4-yl)sid^^ 
yl)acetate, 

Elhyl(2-{[(3-me1hoxyphenyl)sulfonyl]ainmo}-l,^ 
Ethyl (2-{[(4-bromo-5-cMoro-2-tMenyl)sulfonyl]a 
5 . Ethyl 2-{2-[(l-a^hthylsulfonyl)aiiiino]-l,3-tMazol-4-yl^ 
Ethyl (2-{[(2,S-<lichlorophenyl)sulfonyl]ainino}-l,3-tU 
Ethyl [2--({i4-(methylsulfonyl)phenyl]sixlfonyl}a]^ 
Ethyl [2-({ [2-(methylsulfonyI)phenyl]sulfonyl}a]ii^ 

Ethyl (2-{ [(4-bromo-2-£luorophenyl)siilfonyl]ammo }- l,3-thiazol-4-yl)acetate, 
10 Ethyl (2-{[(2,3,4-tiifluorophenyl)sulfonyl]aiiiino}-l,3-t^ 

Ethyl (2-{[(7-chloro-2, l,3-beiizoxadiazol-4-yl)sulfonyl]ainino}-l,3-&ia2ol-4- 
yl)acetate. 

Ethyl (2- { [(2,4,6-tri£liiorophenyl)sulf onyl]amino } - 1 ,3 -tibiazol-4-yl)acetate, 
2-adoro-5-({[4-(2-ethoxy-2-oxoethyl)-l,3-thia2ol-2-yl]ai^ 

15 fhiofobenzoie acid. 

Ethyl (2-{[(5-cUoro-2-thienyl)sulfonyl]animo}-l,3-thiazol-^ 
Ethyl (2-{ [(2-cUoro-4-fluorophenyl)siilfonyl]amino }- l,3-thiazol-4-yl)acetate. 
Ethyl [2-({[5-(3-isoxazolyl)-2-thienyl]sulfonyl}amino)-l,3-thiazol-4-yl]ace^^^^ 
Ethyl (2-{[(4-bromo-2-naethylphenyl)sulfonyl]amino}-l,3-^ 

20 Ethyl (2-{[(4-phenoxyphenyl)siilfonyl]amino}-l,3-tiiiazol-4-y^^^ 
Ethyl (2-{ [(4-cMoro-2,6-dimethylphenyl)sulfonyl]amm 
Ethyl [2<{[2-methyM-(trifluoromethoxy)phenyl]sulfonyl}ai^ 
yl]acetate. 

Ethyl [2-({[2,4-bis(tiifluoromethyl)phenyl]suIfonyl}aiim^ 
25 Ethyl 2-{2-[[(3-cMoro-2-methylphenyl)sulfonyl](methyl)anm 
yl}acetate. 

Ethyl oxo(2-{[(4-propylphenyl)sulfonyl]amino}-l,3-fliiazoM-yl)aceta^^ 
Ethyl (2-{[(3-cUoro-2.methylphenyl)siilfonyl]ainmo}-l,3-thia^^ 
Ethyl oxo(2-{[(2A6-tricUorophenyl)sulfonyl]ainm 
30 Ethyl {2-[([ia'-bipheuyl]-4-ylsulfonyl)ainino]-l,3.thiazoM-^^ 
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Ethyl (2-{[(2,4-dicUoro-6-methylphenyl)sulfonyl]aniino}-l,3-t^^ 
yl)(oxo)acetate, 

2-(2-{[(4-Metiiylphenyl)sulfonyI]amino}-l,3-tluazo^ acid, 

2-(2-{[(2,5-DicWoro-3-tMenyl)sulfonyl]amino}-l,3-thiazoM^ 
5 (2-{[(2-CMorophenyl)sxilfonyl]ainmo}-l,3-thiazol-4-yl)aceti^ acid, 

2-(2-{ [(3-CMord-2-mefhylpheayl)sidfonyl]amino}- 1,3-^ 

Isopropyl2-(2-{[(3*cUoro-2-methylphenyl)sulfonyl]am^ 

Phenyl 2-(2-{[(3-chloro-2-me1hylphenyl)sulfonyl]ainino}- 1,3-ti^^ 

Methyl (2-{[(3-^Uoro-2-methylphenyl)sulfonyl]ainin 
10 Methyl {2-[([14 -biphenyl]-4-ylsulfonyl)ainino]-5-mefhyl-l,3-t^^ 

Meihyl(2-{[(4H:Morophenyl)sulfonyl]amino}*S-mefhyl-l,3 

Methyl (2-{[(3-cUoro-2"methylphenyl)sulfonyl]amino}-S-me^ 

yl)acetate, 

Methyl [2-({[4-(3-cUoro-2-cyanophenoxy)phenyl]siilfonyl}aitum 
15 thiazol-4-yl]acetate; 

Methyl (5-me1iiyl-2-{[(4-propylphenyl)sulfonyl]ainino}-l,3-1hiaz^^ 

Methyl (5-methyl-2- { [(2,4,6-tricUorophenyl)sulfonyl]ainino }- l,3-tMa2»l-4-yl)acetate, 

Methyl (2-{ [(2,4-dicWoro-^-methylphenyl)siilfonyl]amino}-5-me&^ 

yl)acetate, 

20 N<2-Methoxyethyl)-2-(2-{[(4-methylphenyl)sulfonyl]a^ 
yl)acetainide, 

2-(2- { [(2,5 -Dichloro-3 -thienyl)sulf onyl]amino } - 1 ,3 -thiazol-4-yl)-N-methylacetamide, 

N-(l,3-Benzodioxol-5-ylmethyl>2-{2-[(l-iiaphthylsulfonyl)aiW 

yl}acetaiiiide, 

25 N-(2-Furylinethyl)-2- { 2-[( l-.naphthylsulfonyl)amino]- l,3-tfuaz»l-4-yl}acetaimde, 
2-(2-{[(2,4-Difluoropheayl)sulfonyl]amino}-l,3-thiazol-4-yl)-N-et^^ 
N-Isopropyl-2- { 2-[( 1 -naphthylsulfonyl)aniino]- l,3-diiazol-4-yl}acetamide, 
N-[2<lH-lndol-3-yl)ethyl]-2-{2-[(l-imphthylsulfonyl)^^ 
yl}acetaimde, 

30 N-(CyclohexyImethyl>2-{2-[(phcnylsulfonyl)aimno]-^ 
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2<2-{[(3-CWoro-2-methylphenyl)sulfonyl]ainmo}-l,3-M 
methylacetamide, 

2<2-{[(3-CUoro-2-methylphenyl)sulfonyl]anm 
ethylacetamide, 
5 2-(2-{[(3-CUoro-2-methylphenyl)sulfonyl]amino}-l 
phenylacetamide, 

2-(2-{[(4-CUorophenyl)sidfonyl]amino}-l,3-±ia2sol-4-^^^ 
fuiylmethyl)acetainide, 

N-Beiizhydryl-2-(2-{[(4-K:Uorophenyl)siilf^ . 
10 2-(2-{ [(4-CMorophenyl)sulfonyl]ainmo}-l,3-thia2»M-yl^^ 
furanylmefhyQacetamide, 
Ethyl 4-{[2-(2-{[(4-cUorophenyl)sulfonylia]]^ 
piperidmecarboxylate, 

N-Benzhydiyl-2-(2-{[(3-cldoro-2-metiiylphenyl)sulfo 
15 yl)acetainide, 

2-(2-{[(4-CUorophenyl)sulfonyl]ainmo}-l,3-11uazol-4-yl)-N-phen^^ 

2-(2-{ [(3 -CUoro-2-metiiylphenyl)sulfonyI]anuiio } - 1 ,3 -thiazol-4-yl)acetamide, 

2-(2-{[(3-CMoro-2-methylphenyl)suIfonyl]ainmo}-l,3-tW . 

diethylacetamide, 
20 2-{2-[([l,r-Biphenyl]-4-ylsidfonyl)aniino]-l,3-thiazoM-yl}-^^ 

N,N-diethyl-2-(2-{[(4-propylphenyl)siilfonyl]amino}-l,3-^ 

2-(2-{[(2,4-DicMoro-6-methylpheayl)sulfonyl]aii^ 

diethylacetamide, . * 

N,N-diethyl-2-<2-{[(2,4,6-tricUorophenyl)sulfonyl]a^ 
25 yl)acetamide, 

2:{2.[([lJ'-Biphenyl]-4-ylsulfonyl)ainino]-I.3-thiaz^^ 
diisopropylaeetamide, 

N,N'^opropyl-2-<2-{[(4-propylphenyl)sulfonyl]ai^ l,3-tiiiazol-4-yl)acetamide, . 
2-<2-{[(2,4-DicHoro-6-me%lphenyl)sulfonyl]ainm 
30 diisopropylacetainide. 
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N,N-diisopropyl-2-(2-{[(2,4,6-lTichlorophenyl)sulfonyl]aimno} 
yOacetamide, 

M2-{[(3-Cmoro-2-methylphenyl)sulfonyl]amm 
diisopropylacetamide, 
5 2<2-{[(3-CUoro-2-methylphenyl)siilfonyl]ai^ 
dipropylacetamide, 

N-benzyl-2-(2-{[(3-chloro-2-methylphenyl)sulfonyl]amm 
metliylacetainide, 

N-benzyl.2<2-{[(3-cmoro-2-methylphenyl)sxilfony 
10 ethylacetamide, 

2-(2-{[(3-Cmoro-2-methylphenyl)sulfonyJ]ainm 
dimethylacetamide, 

2-(2-{[(3-cUoro-2-methylpheayl)sulfonyllainin 
methylacetamide, 

15 3-CMoro-N-{4-[2-(3,4-dihydro-2(lH)-isoquinolinyl>2-oxoethy^ 
methylbenzenesulfonamide, 

2-(2-{[(3-Chloro-2-metiiylphenyl)siilfonyl]ammo}-l,3-thiaz 
phenylacetamide, 

2-(2-{[(3-CUoro-2-methylphenyl)sulfonyl]ammo}-l,3-tMazoM^ 
20 methylacetamide, 

2-{2-[([lJ*-Biphenyl]-4-ylsulfonyl)amino]-l,3-tiuazol-4-yl}-N-i 
. methylacetamide, 

N-ethyl.N-methyl-2.(2-{[(2,4j6-tricUorophenyl)sulfonyl]amin^ 
yl)acetamide, 

25 2-(2-{[(2,4-DicWoro-6-methylphenyl)sidfonyl]amino}-l,3-thiazol-4-yl)-N-^ 
methylacetamide, 

N-ethyl.N-methyl-2-(2-{[(4-propylphenyl)sulfonyl]amm 
yl)acetamide, 

2-{2-[([l, r-Biphenyl]-4-ylsulfonyl)amino]- l,3-thia2ql-4-yl}-N-e^^^ 
30 methylacetamide. 
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2-(2-{[(3-CMoro-2-methylphenyl)siilfonyl]ainino}-l,3-t^ 
xnetliylacetaihide, 

2- (2-{[(3-Chloro-2-metiiylphenyl)sulfonyl]ammo}-13-^ 
[(lS)-l-pheayletliyl]acetaimde, 

3- CUoro-2-methyl-N-{4-[2-oxo-2-(l-pyiToUdinyl)e%ll-l,3-t^ 
yl}benzenesiilfonainide, 

3-CUoro-2-methyl-N-{4-[2-oxo-2-(l-piperidinyl)e1iiy^ 
yl}benzeiiesulfonainide, 

N-{4-[2-oxo-2-<l-piperidinyl)ethyl]-13-tMazoi-2-yl}[l,l'-bi^^ 
N-{4-[2-ox:o-2-(l-piperidinyl)ethyl]-l,3-Mazol-2-yl}-4-propylben^^ 
2,4-DicUoro-6-methyl-N-{4-[2-oxo-2-(l-piperidmyl)ethyl]-l,3-tiu 
yl}ben2^esutfonamide, 

2,4,6-TricWoro-N-{4-[2-oxo-2-(l-piperidinyl)ethyl]-l,3-thiazol-^^ 
yl}benzenesulfonamide, 

3- CUoro-2-methyl-N-{4-[2-(4-morpholmyl>2-oxoethyl]-l,3-t^ 
yl}benzeiiesulfonainide, 

2,4,6-TricMoro-N-{4-[2-(4-morpholmyl)-2-oxoeliiyl]-l,3-thia^^ 
yl}ben2enesulfonainide, 

2,4-DicMoro-6-me1iiyl-N-{4-[2-(4-morpholmyl)-2-oxoet^^ 
yl}benzenesulfonaimde, 
. N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-tliia2ol-2-yl}[l,r-b^ 
N- { 4-[2-(4-morpholinyl)-2-oxoethyl]- 1 ,3-tliiazol-2-yl} -4-propylbeiizenesulfonaiiude, 
2,4-DicMoro-N-{4-[2-(4-morpholinyl>2-oxoethyl]-l,3-thiazol-^^ 
yl}benzeiiesiilfonamide, 

4- CWoro-2,6-dimethyl-N-{4-[2-(4-morpholmyl>2-oxoe&^^ 
yl}benzeaesulfo]iamide, 

N-{4-[2-(4-morpholmyl>2-oxoethYl]-l,3-tiua2ol-2-^^ 
pbenoxybenzenesulfonamide, 

2-Me%l-N-{4-i2-(4-moipholinyl)-2-oxoethyl].l,3-thi^^ 
(trifluoromethoxy)benzenesulfonainide. 
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N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol'-2-yl}-2,4- 
bis(tiMuorometliyl)benzenesiilfonatmde, 
4-Bromo-2-methyl-N-{442-(4-morpholinyl)-2-oxoethyl]-l,3-^ 
yl}benzenesulfonamide, 

4-(2-Fuiyl)-N-{4-[2<4-morpholinyl)-2-oxoethyl]-l,3-t^ 
yl}benzenesiilfonainide, 

3*-Fluoro-6'-me11ioxy-N-{4-[2<4-moipholmyl>2-oxoeffi^^ 
biphenyll-4-sulfonainide,' 

4<5-Methyl-2-thienyl)-N-{4-[2<4-morpholinyl)-2-oxoe&^^ 
yl}benzeiiesulfoiia]iude, . 
3'-Acetyl-N-{4-[2<4-moipholmyl)-2-oxoeth^^ 
sidfonaiKude, 

N-{4-[2-(4-Morpholmyl)-2-oxoethyl]-l,3-tHazol-2^^ 
biphenyl]-4-sulfonamide, 
3^4'-Dicllloro-N-{4-[2-(4-mol^)holinyl>2-^^^ 
4-sulfonainide, 

4-(l,3-Benzodioxol-5-yl)-N-{4-[2-(4-morpholmyl)-2<>xoethyl]-l,3-t^ 
yl }beiizenesiilfonainide, 

4-(5-cUoro-2-thienyl)-N-{4-[2-(4-morphoUnyl>2-oxoethyl]-l,3-tMa^^ 
yl}beiizenesulfonamide, 

N-{4-[2-(4-Morpholinyl)-2-oxoethyl]-l,3-thiazoi-2-yl}-4-(4- 
pyridinyl)benzenesulfonaiiude, 

N-{4'-[({4-[2-(4-morpholinyl)-2.oxoe%l]-13-thiazol-2-yl}ain^ 
biphenyl]-3-yl}acetainide, 

N-{4-[2-(4-Moipholmyl>2-oxoethyl]-l,3-tiuazol-2-yl}-4^ 
tHenyl)benzenesulfonainide, 

N-{4-[2-(4-Morpholinyl)-2-oxoediyl]-l,3-tliiazol-2-yl}-4-^^^ 
tliienyl)ben2enesuIfonainide, 

44({4-[2-(4-Moipholinyl)-2-oxoethyl]-l,3-tiuazoW^^ 
bipheayl]-4-carboxylic acid. 
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4'-(Methylsulfanyl)-N-{4-[2<4-moipholmyl)-^^^ 
biphenyl]-4-sulfoiiainide, 

N-{4-[2-(4-Moipholmyl>2-oxoethyl]-l,3-tMazol-2-yl^ 
bipkenyl]-4-sulfonamide, 
5 4'-CMoro.N-{4-[2K4-moipholinyl)-2-oxoe%l]-l,3-tiii^^^ 
sulfonamide, 

N-{4-[2<4-Moipholinyl>2-oxoe%l]-l,3-thiazol-2.yl}-3'-m^ 
sulfonamide, 

4-(l-Benzofuran-2-yl)-N-{4-[2-(4-morpholinyl>2-oxoetiiyl^ 

10 yl}benzenesulfonamide, 

N-{4.[2<4-Morpholinyl>2-oxoe%l]-l,3-fluazol-2-yl}-4-(l- 

' . . . ■ 

pyrrolidinyObenzenesulfonamide, 

4-(4-Methyl-l-piperidinyl)-N-{4-[2-(4-moipholinyl)-2-oxoethyl] 
yl}benzenesulfonamide, 
15 4-Aniliao-N-{4-[2-(4-morpholinyl)-2-<)xoethyi]-l,3-tMazol^^ 

4-(Benzylamino)-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-tlua^ 

yl}benzenesulfonamide, 

N-{4-[2-(4-Morpholinyl)-2.oxoethyl]-l,3-tluazoI-2-yl}-4-K^^ 
tliienylmethyl)amino]benzehesulfonamide, 
20 4-<4-Moipholinyl)-N-{4-[2-(4-moipholmyl)-2-oxoethyl]-l,3-thi 
yljbenzenesutfonamide, 

4-(4-Methyl- l-piperazinyl)-N-{4-[2-(4-morpholiayl)-2-oxoetiiyl]-l,3-t^ 
yljbenzenesulfonamide, 

N-{4-[2-(4-MoiphoIinyl)-2-oxoetfayl]-l,3-tiua2pl-2-yl}-4.^^^ 
25 pyridmylmediyl)aniino]benzeiiesulfonamide, 

2,4-DicUoro-6-methyl-N-{5-metfiyl-4-[2-<4-moipholiQyl)-2-oxoethyl]-l,3 
yl}benzenesulfonamide, 

N.(5-methyl-4-[2-<4-moipholinyi)-2-oxoethyi]-l,3-tW^ 
sulfonamide, 

30 2,4,6^tricUoro-N-{5-methyM-[2-(4-morph6linyl)-2-oxoeth^ 
yl}benzenesulfonamide. 
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3-chloro-2-methyl-N- { 5-me&yl-4-[2-(4-morpholinyl)-2-oxoethyl]- 1,3-tii^ 
yl}benzenesulfonamide, 

3-CUoro-N-(4'{2-[(2R,6S).2,6^iime%lmoipholi^^^ 

2- methylbenzenesulfonainide, 

5 3-CMoro-2-methyl-N-(4-{2-[(lS,4S>2-oxa-5-azabicyclo[2.^ 
* oxoethyl}-l,3-thia2ol-2-yl)bmzenesulfonamide, 

3- CUoro-2-methyl-N-{4-[2-oxo-2-(4-thiomoq)holinyl)et^^ 
yl}beiizeiLesulfonamide, 

N-{4-[2-oxo-2-(4-tMomorpholinyl)e%l]-l,3-tiiiazoW^ 
10 sulfonamide, 

N-{4-[2H>xo-2-(4-thiomorpholinyl)e1hyl]-l,3-tM 
propylbenzenesulfonamide, 

2,4-DicUoro-6-methyl-N-{4-[2-oxo-2-(4-thiomoipholiny^^ 
yl}beBzene5tilfonaimde, 
15 2,4,6-TricMoro-N-{4-[2-oxo-2-(4-thiomoipholmyl)ethyl]- 1,3-t^ 
yl}benzenesiilfonainide, 

N-{4-[2-(l,l-dioxido-4-tM6morpholinyl)-2-oxoetiiyI]-l,3-flu 
propylbenzenesulfonamide, 

Tert-butyl 4-[(2-{[(3-cWoro-2-methylphenyl)sulfonyl]amino}-l,3-tMazol-4-yl)acety^^ 
20 1-piperazinecarboxylate, 

N-{4-[2-(4-Acetyl-l-piperazinyl)-2K>xoe1iiyl]-l,3-thiazol-2-yl}-3-c^ 
methylbenzenesulfonamide, 

3"CUoro-2-me%l-N-{4-[2-(4-methyl-l-pipera2myl)-2-oxoethyl]-l^^ 
yl}benzenesuIfonamide trifluoroacetate, 
25 3-CWoro-2-methyl-N-{4-[2-oxo-2<l-piperazmyl)ethyl]-l,3-thi^^ 
yl}benzenesulfonamide trifluoroacetate, 

2-Methyl-N-{4-[2-(4-methyl-l-piperazinyl)-2-oxoethyl]-l,3-thiazo^^^^ 
(tiifluoromethoxy)benzene5ulfonamide, 
. 2,4-DicUoro-6-metbyl-N-{4-[2-(4-methyl-l-piperazm 
30 yl}beiizenesulfonamide, . . 
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2,4-DicMoro-N-{4-[2<4-me11iyl-l-piperazinylV2-oxoefh^^ 
yI}benzenesiilfonainide, 

3- cmoro-N-(4-{2-[(2R>2,4-dime%littperazmyl]-2-oxoe1^^^ 
methylbettzeaesulfonamide, 

2<2-{ [(3-CMoro-2-melhylphaiyl)sulfonyl]amino} - 1 ,3-thia2ol-4-yl>-N-me1iioxy-N- 
methylacetamide, 

3<iUoro-2-methyl-N-[4-(2-oxopentyl)-l,3-lMa2ol-2-yl]ben^ 

4- CMoro-N-[4-(2-hydroxyethyl> l,3-tliiazol-2-yl]beri2enes^^ 
3-Chloro-N-[4-(2-hydroxyethyl)- l,3-thiaz»l-2-^^^ 
3-CUoro-N-[4-(3-hydroxypropyl)-l,3-Mazol-2-yl]-2-methylbei^ 
3-CMoro-N-[4-(2-etiio3ore1iiyl)-l,3-tiuazol-2-yl]-2-met^^ 
3-CMoro-N-[4-<2-isopTopoxyetfayl)-13-thia2X)l-2-yl]-2-met^^ 
N-{4-[2-(benzyloxy)ethyl]-l,3-1iuazol-2-yl}-3K:Uoro-2-^ 
3-CUoro-N-[4-(2-metboxyefliyl)-l,3-thiazol-2-yl]-2-methylben^ 
3-CMoro-N-{4-[2<2-fluoroethoxy)etiiyl]-l,3-tiuazol-2-y^ 
methylbenzeaesulfonamide, 

3-ChlorcH2-metiiyl-N-{4-[2-(2,2,2-trifluoroethoxy)eth^^ 1,3 -tluazol-2- 
yl}benzenesulfonamide, 

3-CWoro-2-methyl-N-{4-[2-(2-pyiidinylsxilfanyl)ethyl]-l,3-t^ 
yl}benzenesulfonamide, 

3-CWoro-2-methyl-N-{4-[2-(3-pyridmyloxy)efliyl]-l,3-ti^ 
yl}benzenesulfonamide. 

Methyl 2-[2-(2-{[(3-cMoro-2-me%lphenyl)siilfonyl]ainino}-l,3-t^ 
yl)eth6xylbenzoate, 

3-CUoro-N-[5-[(dimethylaininp)methyl]-4-(2-ethoxy 
methylbenzenesulfonamide, 

2^2-{[(3-CMoro-2-methylphenyl)suIfonyl]amino}-l,3-tM 
methanesulfonate, 

3-<2-{[(3-cmoro-2-metJiylphenyl)sulfonyl]amino}-13-M^^^ 
methanesulfonate, 

2<2-{[(3-CMoro-2-methylphenyl)sulfonyl]ainino}-l,3-^ 
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2<2-{ [(3<Woro-2-methylphenyl)sulfonyl]ainm 

2<2-{[(3-CUoro-2-methylphenyl)siilfonyl]aiim 2- 
methylpropanoate, 

2<2-{[(3-CMoro-2-metiiylphenyl)sulfonyl]ainino}-l/3-t^ 2-furoate, 
5 2-(2-{[(3<Uoro-2-methylphenyi)siilfonyl]amino}-l,3-thia^ benzoate, 
2<2-{ [(3<3doro-2-metiiylphenyl)sulfonyl]ai^ 
morpholinecarboxylate, 

2- (2-{ [(3<;hloro-2-methylphenyl)£aiIfonyl]amm 
diedxylcarbamate, 

10 2<2-{[(3<:hloro-2-me1iiylphenyl)sidfonyl]ammo}-l,3-tMaz^ 
ethylcarbamate, 

N-[4-(2-aridoethyl)-13-tiuazol-2-yl]-3-cUoro-2-methylbenzenesi^^ 
N-[4-(2-aminoethyl)-l,3-thiazol-2-yl]-3-<jUoro-2-metbyl^ 

3- CMor(>-2-metbyl-N-{4-[2-(me%laHiino)ethyl]-l,3-thia^^^ 
15 yl}beii2enesulfoiiamide, 

4- CUoro-N-{4-[2-(diethylaiiiino)ethyl]-l,3-tMazol-2-yl}beiizenesu^ 
hydrochloride, 

3-CWoro-N-{4-[2-{diethyIainino)efliyI]-l,3-tfaiazol-2-yl}-2- 
methylbenzenesulfonainide hydrochloride, 
20 3.Cmoro-N-{4-[2-(lH-imdazol.l-yl)ethyl]-l,3-thiazol-^^^ . 
methylbenzenesulfonamide dihydrate, 

3-CUoro-2-methyl-N'{4-[2-(4-methyl-l-piperazanyl)ethyl]-l,3-M 
yl}beiizenesiilfona]iiide dihydrochloride, 
3-CWoro-2-methyl-N-{4-[2-(4-moiTiholmyl)ethyl]-l,3-^ 
. 25 yl}benzenesulfonamide hydrochloride, 

3'<2hloro-2-melliyl-N-[4-(4-moipholinylmethyl)-l,3-M 
hydrochloride, 

2,4,6-TricMoro-N-{4-[2-(4-morpholinyl)ethyl]-l,3-auazol-2-yl}be 
hydrochloride, 

30 2,4-DicMorb-N-{4-[2<4-morpholinyl)e%l]-l,3.thiazol-2-^^ 
hydrochloride. 
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2,4-DicWoro-6-metiiyl-N-{4-[2-(4-morpholinyl)eA^ 
yl}benzenesiilfonaniide hydrochloride; 
N-{4-[2-(4-Moipholinyl)ethyl]-l,3-thiazol-2-yl}-4^ 
hydrochloride, 

5 3-Chloro-N-{4-[2-(etfayla]iLino)e1hyl]^l,3-tfaiazol-2-yl} 

3.CMoro.N-(4-{2-[(2-hydroxye%l)aininole1hyl}-l,3-thia^^^ 
metfaylhenzenesulfonamide, 

3-CMoro-N<4-{3-[(2-hydroxye%l)aiiuno]propyl}-l,3-thiazol-2-yl)-2- 
methylbenzenesulfonamide hydrochloride hydrafe, 
10 .N-[2-(2-{ [(3 -cWoro-2-methylphenyl)siilfonyl]amino}- l,3-thiazol-4-yl^ 
ethylacetamide, 

3-adoro-2-methyl-N-{4-[2-(3-oxO'4-morpholinyl)etiiyl]-l,3-^ 
yl}beiizenesiilfona£Qide, 

3-CWoro-N-{4-[2<2-hydroxyO-oxo-4-morpholinyl)ethyl]-l,3-thi^^ 
15 methylbenzenesxilfonamide, 

2,4-DicWoro-N-{4-[2-(3-oxo-4-morpholinyl)etiiyl]-l,3-thi^^ 
yl}benzenesulfonainide, 

2.4- DicWoro-6-me&yl-N-{4-[2<3-oxo-4-morpholinyl)ethyl]-l,3-thiaz^ 
yI}benzenesuifonamide, 

20 2,4,6-TricWoro-N-{4-[2<3-oxo-4:inorpholinyl)elhyl]-l,3-th^ 
yl}benzenesiilfonainide, 

4.5- IXcWoro-N-{4-[2-(3-oxo-4-morpholiiiyl)ethyl]-l,3-thiazol-^^^ . 
tfaiophenesulfonamide, 

N-{4-[2<3-Oxo-4^moipholmyl)e%l]-1.3-lWazol-2-yl} 
25. phenoxybenzenesulfonamide, 

3-nuoro-N-{4-[2-(3-oxor4-morpholmyl)e1hyl]-1.3-diiazol-2^^ 
N-{4.[2-(3.0xo-4-morpholinyl)ethyl]- l,3-thiazol-2-yl}.5-(2-pyridinyl)-2- 
tfaiophenesulfonainide, 

N-{2<;Woro-4-[({4-[2-(3-oxo-4-morpholinyl)e%l]-l,3-thiazol-2- 
30 yl}amino)sulfonyl]phenyl}acetarnide. 
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3-CWoro-2-methyl-N-{4-[(3-oxo-4-moipholmyl)metUyl^ 
yl}benzenesulfoiiainide, 

3-CUoro-2-methyl-N-{4-[3-<3-oxo-4-morpholinyl)propyl]-l,3-t^ 
yl}benzenesiilfonamide, 
5 3-Chloro-N,2.dimethyl-N-{4-[2K3-oxo-4-moiphol^^ 
yl}beiizeiiesalfoiiamide, 

3-CMoro-2-me1iiyl-N-{4-[2<2-mefliyl-3-oxo-4'morphoU^^ 
yl}benzeaesulfonamide, 

N-[2-(2-{[(3-aUoro-2-methylphenyl)sulfonyl]amia 
10 yl)ethyl]acetainide, 

3-ailoro-2-methyl-N-{4-[2<3-oxo-l,4-oxa2fipan-^^ 
yl}beiizenesulfonamide, 

3-CUorcH2-methyl-N-{4-[2-(2-oxo- l-pyrroUdinyl)eth^ 
yl}benzeiiesulfo]iamide, 
15 3-CMoro-2.methyl-N-{4-[2-(2.oxo-l-iim 
yl}beiizeiLesiilfonaimde, 

3<:Moro-2-methyl.N-{4-[2-(2-oxo-l,3-oxazoUdin-3-yl)ethyl]-l^ 
yl}beiizeiiesulfonainide, . 
. N-[2<2-{[(3-CWoro-2-methylphenyl)suIfonyl]anuno}-l,3-^ 
20 hydroxyethyl)-2-furainide, 

N-[2-(2-{[(3-cWoro-2-mefeylphenyl)sulfottyl]aimno}-l,3-MazoM^^ 
metihylcyclopropanecarboxamide, 

3-ChlorO'2-me%l-N-{4-[2-(4-methyl-2-oxo-l-piperazmyl)eth^^ 
yl}benzenesulfonamide. hydrochloride, 
. 25 3-CWoro-2-me%l-N<4-{2-[(mefhylsulfonyl)ainino]e^^^ 
yObenzenesulfonamide, 

3-Chloro-2-me%l-N-(4-{2-[methyl(methylsulfon^ 
yI)ben2enesiilfonaLmide, 

3-Chloro-2-me%l-N-[4<2-{[(trifluoromethyl)sulfonyl]aii^ 
30 yl]benzenesulfonanude. 
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3-CWoro-2-me1iiyl-N44-(2-{methyl[(trifluoromethyQ 
lMazol-2--yl]benze]iesulfonaxnide, 
N-[2<2-{[(3-Cmoro-2-metiiylphenyl)sulfonyl]am^ 
methyl- lH-iimdazole-4-siilfonaimde, 
5 3-CMoro-N-(4-{2-[[(3-cmoro-2-methylphenyl)sulfonyy^^ 
tiiia2ol-2-yl)-2-methylbenzenesuIfonamide, 
N-[4<2-bromoethyl)-l,3-lWazol-2-yl]-3-cMoro-2-meth^^ 
3-CWoro-N-[4-(2-chloroethyl)-l,3-tMazol-2-yl]-2-metiiylbenz^^ 
3-Cmoro-2-methyl-N-(4-[(5-methyl-l,3,4-oxadiazol-2-yI)^^ 

10 yl}beiizenesulfonaimde, 

Ediyl 3<2-{[(3-cWoro-2-methylphenyl)sulfonyl]amino}-13 

4. A compound according to anyone of claims 1-3, for medical use. 

15 5. A process for the preparation of a compomid according to claim 1-3 comprising at 
least one of the following steps: 

a) sulfonamide coupling by reacting a 2-aminothiazole with a sulfonylchloride in the 
presence of a base, 

b) sulfonamide coupling by reacting a 2-aminothiazole derivative witii a 
20 sulfonylchloride in the presence of abase, 

c) . saponification by treatment of a caiboxylic acid ester with aqueous hydroxide, 

d) amide coupling by reacting a carboxylic acid ester with an amine, 

e) - amide coupling by reacting a carboj^lic acid with an amine in the presence of 

EDCI, 

25 f) amide coupling by reacting a carboxylic acid witti an amine in the presence of 
EDCI,HOATorHOBT, 
,g) amide coupling by reacting a carboxylic acid ester with an amine in the presence of 
aluminium chloride, 

h) formation of a thiazole ring by reacting an optionally substituted thiourea with an 
30 a-haloketone, 

i) formation of a thiazole ring by reacting a thiourea with a ketone. 
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j) acyiadon of an alcohol by reacting with an acid chloride in the presence of a base, 
k) carbamoyladon of an alcohol by reacting with 4-nitrophenylchlorofonnate and then 

with a primary or secondary amine, 
1) palladium coupling of a halo compound with a boronic acid, 
5 m) palladium coi^)ling of a halo compound wi& an amine with 18-crown-6, 
n) palladium coupling of a halo compoxmd with an amine without 18*crown-6. 

mefliod for the treatment or prevention of diabetes, syndrome X, obesity, 
glaucoma, hyperlipidemia, hyperglycemia, hyperinsulinemia, osteoporosis, 
10 tuberculosis, dementia, depression, virus diseases and inflammatory disorders, said 
method comprising administering to a mammal, including man, in need of such 
treatment an effective amount of a compound of the formula (II) 




wherein 

15 

T is an aryl ring or heteroaryl ring or aiyl-C2-alkenyl ring, optionally independently 
substituted by [R]n, wherein n is an integer 0-5, and R is hydrogen, aryl, heteroaryl, a 
heterocycUc ring, optionally halogenated Ci^-alkyl, optionally haiogenated Ci-s- 
alkoxy, Ci^-alkylsulfonyl, carbo^Qr, cyano, nitro, halogen, anune which is optionally 

20 mono- or di-substituted, amide which is optionally mono- or di-substituted, aryloxy, 
arylsulfonyl, arylamino, wherein aryl, heteroaryl and aryloxy residues and heterocyclic 
rings can further be optionally substituted in one or more positions independently of 
each other by Ci-6-acyl, Ci-6-alIcylthio, cyano, nitro, hydrogen, halogen, optionally 
halogenated Ci-e-alkyl, optionally halogenated Ci^-alkoxy, amide which is optionally 

25 mono- or di-substituted, (ben2oylamino)methyl, carboxy, 2-thienylmethylamino or 
({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2-yl]ainino}carbonyl); 
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R4s hydrogen or Ci-6-alkyl; 
XisCHjorCO; 

5 

Y is CH2, CO or a single bond; 

B is hydrogen, Ci^-alkyl or dimediylammomefhyl; 

10 is selected from Ci^-alkyl, azido, arylthio, heteroaryltiiio, halogen, hydroxymethyl, 
2-hydroxyethylaminomethyl, methylsnlfonylpxymethyl, 3-oxo-4- 
morpholinolinylmethylene, Ci^-alkoxycarbonyl, 5-methyH,3,4-oxadiazol-2-yl; 
NR^R"^, wherein R^ and R^ are each independently selected from hydrogen, Ci^-alkyl, 
optionally halogenated Ci-s-alkylsulfonyl, Ci^-alkoxy, 2-mefhoxyethyl, 2- 

15 hydroxyethyl, 1-methylimidazolylsulfonyl, Ci^-acyl, cyclohexylmethyl, 

cyclopropanecarbonyl, aryl, optionally halogenated arylsulfonyl, fiirylcarbonyl, 
tetrahydro-2-furanylmethyl, N-carbethoxypiperidyl or Ci-s-alkyl substituted with one 
or more aiyl or heteroaryl, or 

NR^R"* represent together heterocyclic systems which can be imidazole, piperidine, 
20 pyrrolidine, piperazme, morpholine, oxazepine, oxazole, thiomorpholine, 1,1- 
dicxidothiombrpholine, 2-(3,4-dihydro-2(lH)isoquinolinyl), (lS,4S)-2-oxa-5- 
azabicyclo[2.2.1]hept-5-yl, which heterocyclic systems can be optionally substituted 
by Ci-6-alkyl, Ci-6-acyl, hydroxy, 0x0, t-butoxycarbonyl; 

0C0NR^R\ wherein and are each independenfly selected from hydrogen, Ci^- 
25 allcyl or form togetiier morpholinyl; 

R^O, wherein R^ is hydrogen, optionally halogenated Ci^-alkyl, aryl, heteroaiyl, Ci-e- 
acyl, Ci-6-alkylsulfonyl, arylcarbonyl, heteroarylcarbonyl, 2-carbomeflioxyphenyl; 



3.0 



or a salt, hydrate or solvate thereof. 

7. A method according to claim 6, wherein 



wo 01/90090 



PCT/SEOl/01155 



T is selected from 5-cMoro-l,3-dimethyl-lH-pyrazol-4-yl; 4-chloro-2,3,l- 
benzoxadiazolyl; S-(dimethylamino)-l-naphthyl; l-metiiyliinidazol-4-yl; l-naphthyl; 

2- naphthyl; (E)-2-phenyIethenyl; S-quinoIinyl; 

5 tbienyl substituted with one or more of (benzoylamino)methyl, bromo, chloro, 3- 
isoxazolyU 2-(methylsulfanyl)-4-pyrimidinyl, lrmethyl-5-(trifluoromethyl)pyrazol-3- 
yl, phenylsulfonyl, pyridyl; 

phenyl substituted with one or more of acetylamino, 3-acetylaminophenyl, 3- 
acetylphenyl, benzeneamino, l,3-benzodioxol-5-yl, 2-benzofiiryl, benzylamiao, 3,5- 

10 bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, chloro, 4-carboxyphenyl, 3- ^ 
chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, cyano, 3,4- 
dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2-yl]ammo}carbonyl), fluoro, 
5-fluoro-2-methoxyphenyl, 2-fiiiyl, hydrogen, iodo, isopropyl, methanesulfonyl, 
methoxy, methyl, 4-methyl-l-piperazinyl, 4-methyl-l-piperiduiyl, 4- 

15 methylsulfanylphenyl, 5-methyI-2-thienyl, 4-morpholinyl, nitro, 3-nitrophenyl, 

phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridylmethylainino, 1-pyrrolidinyl, 2-thienyl, 

3- thienyl, 2-thienylmethylamino, trifluoromethoxy, 4-trifluoromethoxyphenyl, 
trifluoromethyl; or 

20 is hydrogen or metiiyl; 

. XisCHjorCO; 

Y is CH2, CO or a single bond; 
25 " 

B is. hydrogen, methyl or dimefhylaroinometfayl; 

is selected from 

n-propyl, azido, bromo, chloro, 2-pyridinylsulfanyl, 3-oxo-4-morpholinolinyl- 
30 methylene, ethoxycarbonyl, 5-methyl-l,3,4-oxadiazol-2-yl, hydroxymethyl, 2- 
• hydroxyethylaminomethyl, methylsulfonyloxymefhyl; 
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NR'K*, wherein and R* are each independently selected from acetyl, benzhydiyl, 
l,3-benzodioxol-5-ylmethyl, benzyl,' 3-chIoro-2-methylphenylsulfonyl, cyclohexyl, 
cyclohexylmethyl, cyclopropanecarbonyl, etfiyl, 2-fiiiylcarbonyI, 2-fi2iylmethyl, 
hydrogen, 2-hydroxyethyl, 2-(lH-indol-3-yl)ethyl, isopropyl, methoxy, 2-. 
5 methoxyethyl, methyl, 4-(l-methyIimidazolyl)sulfonyI, methylsulfonyl, phenyl, (IS)- 
phenylethyl, n-propyl, tetrahydro-2-furanylmethyl, trifIuoromethylsulfonyl,.N- 
carbethoxypiperidyl; or . 

NR^R"* represent together 4-acetylpiperazinyl, 4-t-butoxycarbonylpiperazinyl, 2-(3,4- 
dihydro-2(lH)isoquinolinyl), (2R,6S)-2,6-dimethylmorpholinyl, (2R)-2,4-dimethyl-l- 

10 piperazinyl, 2-hydroxy-3-oxomorpholinyl, imidazolyl, 2-methyl-3-oxomorpholinyl, 4- 
methyl-2-oxopiperaziayl, 4-methylpiperazinyl, morpholinyl, (lS,4S)-2-oxa-5-aza- 
bicyclo[2.2.1]hept-5-yl, 2-oxoinudazolinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxazepinyl, 
2-oxooxa2olinyl, pipera2dnyl;.piperidinyl;.pyrrolidinyl; pyrrolidonyl, thiomoipholinyl; 
1, l-dioxido-thiomorpholinyl; 

15 0C0NR^R\ wherein R^ and R"^ are each independenfly selected from ethyl, hydrogen 
or form together morpholinyl; 

R^O, wherein R^ is acetyl, benzoyl, benzyl, ethyl, 2-fluoroethyl, 2-furylcarbonyl, 
hydrogen, isobutyiyl, isopropyl, methyl, 2-carbomeflioxyphenyi, methylsulfonyl, . 
phenyl, propionyl, 3-pyridinyl, 2,2,2-trifluoroethyL 

20 

8. A method according to claim 6-7, wherein the compoimd is selected from: 
Ethyl (2-{[(2,4-dicUoro-5-methylphenyl)sulfonyllamino}-l,3-thiazol-4-^^^ 
Ethyl 2-(2-[[(4-cUorophenyl)sulfonyl]aniino]-l,3-thiazole-4-yl)acetate, 
Ethyl 2-(2-{[(4-cUoro-2,5-dimethylphenyl)sulfonyl]amino}-l,3-thiazol-^ 

25 Etfiyl 2-(2-{[(2,4-difluorophenyl)sulfonyl]aniino}-l,3-tUazol-4-yl) 

Etfiyl 2K2-(((4-methylphenyl)sulfonyl)ainino)-l,3-thia2ol-4-yl)acetate, 

Etfiyl 2-(2- { [(2,5-dichloro-3-flnenyl)sulfonyl]amino }- l,3-tiiiazol-4-yl)acetate. 

Ethyl (2-{[(2"cUorophenyl)sulfonyl]ainino}-l,3-thiazol-4-yl)acetate, 

Etfiyl 2-(2-{[(3-cUoro-2-methylphenyI)sulfonyl]ainino}-l,3-thiazol-4-yl)acetate, 

30 Etfiyl 2-{2-[([l, r.biphenyl]-4-ylsulfonyi)amino].l,3-ttuazol-4-yl}acetate, 
Etfiyl 2-(2-{[(3-bromophenyl)sulfonyl]aniino}-l,3-thiazol-4-yl)acetate, 
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Ethyl (2-{[(4-nitrophenyl)sulfonyl]amino}-l,3-lMa2X>l^ 
Etihiyl (2-{[(4-methoxyphenyl)sulfonyl]ammo}-l,3-11ii 
Ethyl (2-{[(3-iiitrophenyl)sulfonyl]ainino}-l,3-thiazol-^ 
Ethyl (2-{ [(3-melhylphenyl)sulfonyl]amino}- l,3-tfiiazol-4-yl)acetate, 
5 Ethyl (2-{[(3-cMorophenyl)sulfonyl]ainino}-l,3-thia2ol-4-yl^^^ 

Ethyl (2-{[(4-fluorophenyl)sulfonyllainino}"l,3-aiiazol-^ 

Ethyl (2- { [(3 -fluorophenyi)siilfony l]aiiimo } - 1 , 3 -thiazol-4-yl)acetate. 

Ethyl {2-[(phenylsiilfonyl)ainino]-l,3-thiazol-4-yl}acetate, 

Ethyl (2- {[(4-isopropylphenyl)sulfonyl]ainmo } - 1,3 -thiazol-4-yl)acetate, 
10 Ethyl [2-({[3-({[4-(2-ethoxy-2-oxoethyl)-l,3-thia2ol-2- 

yljamino } carbonyl)phenyi] sulfonyl} amino)- 1 ,3 -thiazoM-yljacetate, 

Ethyl [2-({[4-({[4-(2-ethoxy-2-oxoethyl>l,3-thiazol-2- 

yl]aiiiino }carbonyl)phenyl]sulfonyl}ammo)- 1,3-thiazol-^ 

Efliyl (2-{[(2-methylphenyl)siilfonyl]amino}-l,3-^ 
IS Ethyl [2-^{[2-(trifluorometfayl)phenyl]sulfonyl}a]iiino)-l,3-thiaz^ 

Ethyl [2-({[3-(tiifluoromethyl)phenyl]siilfonyl}ain^ 

Ethyl [2-({[4-(tiiauorometfayl)phenyl]salfonyl}aniin 

Ethyl 2-(2-{[(4-bromophenyl)siilfonyl]ainmo}-l,3-tiuaM 

Ethyl (2-{ [(2-mtrophenyl)sulfonyl]anuno}-l,3-thiazol-4-yl)acetate, 
20 Etihyl (2-{[(2,4-(hcUoro-6-methylphenyl)sulfoayl]ammo}-l,3-d^ 

Ethyl (2-{[(2,4,6-tricUorophenyl)sulfonyl]ammo}-l,3-thiazol-^ 

Ethyl (2-{ [(2,4-dicMorophenyl)sulfonyl]amino}- l,3-thiazbl-4-yl)a^ 

Ethyl (2-{[(5-fluor(>-2-methylphenyl)suIfonyl]aimno}-l,3-thiazol-4-y 

Ethyl (2-{ [(4-propylphenyl)siilfonyl]aiiiino }- 1,3-thiazol-^ 
25 Ethyl (2-{ [(2-methoxy-4-meAylphenyl)siilfonyl]amino}- l,3-thiazol-4-yi)acetate. 

Ethyl (2-{ [(3,5-dicUorophenyl)siilfonyl]amino}-l,3-thiazoM-yO^^ 

Ethyl [2-({[4-(3-cUoro-2-cyanophenoxy)phenyl]s\ilfonyl}aiuin 

yl]acetate. 

Ethyl (2- { [(3 ,4-dichlorophenyl)siilfonyl]ainino } - 1 ,3 -thiazol-4-yl)acetate, 
30 Ethyl (2-{[(4-butoxyphenyl)sulfohyl]amino}-r,3-thiazol-4-^^ 

Ethyl (2-{[(4--cMoro-2rmethyIphenyl)sulfonyl]ainino}-l,3-tHazoI-4^ 
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Ethyl [2-({[4-(acetylamino)phenyl]sulfonyl}ammo)-l,3-t^ 
Etliyl {2-[(8-qiimolinylsulfonyl)amino]-l,3-tiiiazol-4-^^ 
Ethyl (2-{[(3,4-dimethoxyphenyl)siilfoayl]an^ 
Ethyl (2-{[(4-iodophenyl)sulfonyl]axnino}-l,3-thiazol-4-^^^ 

5 Ethyl (2-{[(3-cUor<>-4-me1hylphenyl)siilfonyl]amin6}-l,^ 
Ethyl [2-({[5-<dimethylammo)-l-naphthyl]siilfonyl}ammo)- 
Efliyl(2-{[(l-methyI-lH-imida2X)l-4-yl)siilfonyl]an^ 
Ethyl (2-{[(5-bromo-*2-methoxyphenyl)sulfonyl]ainmo}-l,3-^ 
Ethyl (2-{[(2,S-dimeth6xyphenyl)sulfonyl]anim 

10 Ethyl {2-[(2*naphthylsuIfonyl)ammo>l,3-thiazol*4-yl}a^^ 
Ethyl {2-[(mesitykulfonyl)aniino]-l,3-thiazol-4*yl}acetate^ 
Ethyl (2-{[(3-bromo-5H:Moro-2-thienyl)sulfonyl]amino}-l,3*thi^^ 
Ethyl {2-[({5-[(ben2oylaimBo)methyl]r2-thLenyl}sulfon^ 
yl} acetate, 

15 Ethyl {2-[({5-[l-methyl-5<trifluoromethyl)-lH-pyrazol-3-yl^^^ 
thienyl}sijlfonyl)ammo]-l,3-thiazol-4-yl}a(^ 

Ethyl (2-{[(4-cyanophenyl)sulfonyl]aniino}-l,3-thLazoM-yl)acetate, 
Ethyl {2-[({5-[2-(methylsulfanylH-pyiiinidinyl]-2-thie^^^ 
thiazol-4-yl} acetate, 

20 Ethyl (2-{[(3-cyanophenyl)siilfonyl]ai3Mno}-l,3-duazol-4-yl)^^ 
Ethyl (2-{[(2,4,5-tricMorophenyl)sulfonyl]ammo}-l,3-thiazoM 
Ethyl [2-({[(E)-2-phenylethenyl]suIfonyl}amino)-l,^ 
Ethyl (2-{[(2,3,4-tricWorophenyl)sulfonyl]Maio}-l,3-tWa2ol-4-yl^ 
Ethyr(2- { [(4-bromo-2,5-(iifluorophenyl)sulfonyl]amino 

25 Ethyl [2-({ [4-(trifluoromethoxy)phenyl]sulfonyl}ainino)- 1,3-thiazol-^ 
Ethyl (2-{[(2,3-dichIorophenyl)sulfonyl]ammo}-l,3-thiazol-4-yl>^ 
Ethyl (2-{[(2-bromophenyl)sulfonyl]amino}-l,3-thia2»l-4-yl^ 
Ethyl (2-{[(4,5^cWoro-2-fluenyl)siilfonyl]ammo}-l,3-t^ 
Ethyl [2-({[4-^henylsulfonyl>2-tMenyl]siilfo 

30 Ethyl [2-({[5^henylsiilfonyl)-2-thienyl]sulfonyl}ai^ 

Ethyl (2-{ [(2,6-dichlorophenyl)sulfonyl]amino }- 1 ,3 -tMazol-4-yl)ace^ 
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Efliyl(2-{[(2-cyanophenyl)sulfonyl]amino}-l,3-thia^ 
Ethyl [2-({[4-(acetylairdno)-3-cMorophenyl]siilfonyl}amino> 
Ethyl (2-{[(5-cUoro.-l,3Hiime%l- lH-pyrazol-4-yl)su^^ 
yl)acetate, 

5 Ethyl (2-{[(3-methoxyphenyl)sulfonyl]animo}- l,3-thiazol-4-yl)acetate. 
Ethyl (2-{[(4-bromo-5-cUoro-2-tMenyl)suIfonyl]aniino}-l,3-tiu 
Ethyl 2-{2-[(l-naplilhylsulfonyl)ammo]-l,3-tHazol-4-yl}acetat^ 
Ethyl (2- { [(2,5-dicUorophenyl)suIfo]iyl]ainino }- l,3-thiazol-4-yl)acetate. 
Ethyl [2-({[4-(methykulfoayl)phenyl]sulfonyl}ainmo)- 

10 Ethyl [2*({[2-(methylsulfonyl)phenyl]siilfonyl}a]^ 

. Ethyl (2-{[(4-bromo-2-fluorophenyl)siilfonyl]amino}-l,3-tU 
Ethyl (2-{[(2,3,4-tri£hiorophenyl)siiIfonyl]an^ 
Ethyl (2-{[(7-cM6ro-2, l,3-beiizoxadiazol-4-yl)sulfonylIairm 
yl)acetate, 

15 Ethyl (2-{[(2,4,6-trifluorophenyl)s\ilfonyl]arnino}- l,3-thiazol-4-yl)acetate, . 
2-CMoro-5-({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2-yl]ainm 
fluorobenzoic acid, • 

Ethyl (2-{[(5-cUoro-2-thienyl)siilfonyl]ainmo}-l,3-thiazoI-4-yl)acetate 
Etiiyl(2-{[(2-cMoro-4-fluorophenyl)sulfonyl]ammo}-l,3-t^ 

20 Ethyl [2'({[5<3-isoxazolyl>2-thienyl]suIfonyl}animo)-l,3-thi^^ 

Ethyl (2-{[(4-bromo-2-methylphenyl)sulfonyl]ainino}- l,3-thiazol-4-yl)acetate. 
Ethyl (2-{[(4-phenoxyphenyl)sulfonyI]ainino}- l,3-thiazol-4-yl)aceto^ 
Elhyl (2- ( [(4-cWoro-2,6-dimethylphenyl)sulfonyl]aimiio } - 1 ,3 -thia2ol-4-yl)acetate. 
Ethyl [2-<{ [2-methyl-4-(trifluoromethoxy)phenyl]sulfonyl}an^ 

25 yl]acetate. 

Ethyl [2-({[2,4-bis(trifluoromethyl)phenyl]siilfonyl}amino)-l,3-^ 
Ethyl 2-{2-[[(3-cMoro-2-methylphenyl)sulfonyl](methyl)a^ 
yl}acetate, 

Efbyl oxo(2-{[(4-propyiphenyl)sulfqnyl]amino}-l,3-tihiazoM^ 
30 * Ethyl (2-{[(3K5Woro-2-methylphenyl)sulfonyl]amino}-r,^ 
Ethyl oxo(2-{[(2,4,6-tricUorophenyl)sulfonyl]amin 
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Ethyl {2-[([l, r-biphenyl]-4-ylsuIfonyl)ainino]- l,3-thiazol-4-yI}(oxo)acetate, 

Ethyl (2-{[(2,4-dicUoro-6-methylphenyl)sulfoayl]ainino}-U 
yl)(oxo)acetate, 

2T(2-{[(4-Metiiylplieiiyl)sulfonyl]aimno }- l,3-thiazol-4-yl)acetic acid, 
5 2-(2-{[(2,5-DicUoro-3-Menyl)sulfonyl]amino}-l,3-thia^^ acid, 
(2-{[(2-CMorophenyl)sulfonyl]ainino}-l,3-thiazoM^ acid, 
2-(2-{[(3-CUoro-2-methylphenyl)sulfonyl]axnino}-l,3-^ acid, 
Isopropyl 2-(2-{[(3-<:hloro-2-methylphenyl)sulfonyl]amino}- 1,3-M 
Phenyl 2-(2-{ [(3-chlorcH2-methylphenyl)sulfonyl]ami^ 
10 Methyl (2-{[(3-cUoro-2-methylphenyl)sulfonyl]ainino}-l,3-*tMu^ 
Methyl {2-[([l,r-biphenyl]-4-ylsidfonyl)ajnino]-5-meflty 
Methyl (2-{[(4-chlorophenyl)suironyl]amino}-S-methyl-l,3-thia^ 
Methyl (2-{[(3-chloro-2-methylphenyl)sulfoiiyl]amino}-5-methyl-l,3-^ 
yl)acetate, 

1 5 Methyl [2-({ [4-(3-chloro-2-cyanopheaoxy)phenyl]sulfonyl} amino)-5-methyl- 1,3- 
thiazol-4-yl]acetate. 

Methyl (5-methyl-2-{ [(4-propylphenyl)sxilfonyl]amino }- 1 ,3-thiazol-4-yl)acetate. 
Methyl (5-methyl-2-{[(2,4,6-tricMorophenyl)sulfonyl]ainino}-l,3-tMazo 
Methyl (2-{[(2,4-dichloro-6-methylphenyl)sulfonyl]amino}-5-methyl^ 
20 yl)acetate, 

N-(2-Methoxyethyl>-2-(2-{ [(4-me&ylphenyl)sulfonyl]amino}- l,3-thiazol-4- 
yl)acetamide, 

2-(2-{[(2,5-DicUoro-3-thienyl)sulfonyl]aitiino}-l,3-thiazol-^^ 
N-(l,3-Benzodi6xol-5-yhnethyl)-2-{2-[(l-naphthylsiilfonyl) 
25 yl}acetamide, 

N-(2-Fiirylmethyl)-2- { 2-[( 1 -naphthylsulfonyl)ainmo] -1,3 -thiazol-4-yl } acetainide, 
2-(2-{[(2,4-Difluorophenyl)sulfonyl]ainino}-l,3-thiazol-4-yl)-N-ethyl^ 
N-Isopropyl-2-{2-[(.l-naphthylsulfonyl)ajiiiao]-l,3-thiazol-4-yl^ 
N.[2KlH-hidol-3-yl)ethyl>2.{2-[(l-naphthylsiilfonyl)am^^ 
30 yl}acetamide, 

N-(Cyclohexylmethyl)-2- { 2-[(p1ienylsiiifoiiyl)amino]- 1 ,3 -thiazol-4-yl} acetamide. 
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2<2-{[(3-CUoro-2-metliyIphenyl)suIfonyI]ammo}-l,3-ti^ 
methylacetamide, 

2-(2-{[(3-Cmoro-2-methyIphenyl)sulfonyl]ammo}-l,3-^ 
ethylacetamide, 

5 2-<2-{[(3-CUoro-2-methylphenyl)sulfonyIlammo}-l,3-t^^ 
phenylacetamide, 

2<2-{[(4<:hlorophenyl)suIfonyl]amino}-l,3-thiazoI-4-yl)-N^ 
fuiylmettiyl)acetamide, 

N-Beiizhydiyl-2-(2-{[(4-cUorophenyl)sidfonyl]aniino}- 
10 2-(2-{[(4rChlorophenyl)sulfonyl]ainmo}-l,3-tluazoM^ 
furanylinetli)d)acetaxnide. 

Ethyl 4-{[2-{2-{[(4-cUorophenyl)sulfonyl]amino}^ 
piperidinecarboxylate, • . 
N-Benziiydiyl-2-<2-([(3-cUoro-2-methylphenyl)sid^^ 
is yl)acetamide, 

2-(2-{ [(4-CUorophenyl)sulfonyl]ainino}- l,3-tMazol-4-yl)-N-ph^ 

2-(2- { [(3 -CUoro-2-methylphenyl)sulfonyl]amiiio } -1,3 -thiazol-4-yl)acetamide, - 

M2-{[(3-CMoro-2-methylphenyl)sulfonyl]aiiuno}-l,3-tiii 

diethylacetamide, 

20 2-{2-[([l, r-Biphenyl]-4-ylsulfonyl)amino]- l,3-thiazol-4-yl}-^ 

N,N-diethyl-2-(2- { [(4-propylphenyl)sldfonyl]amino } - 1 ,3 -tiiiazol-4-yl)acetainide, 

2-(2-{[(2,4-Dicmoro-6-methylphenyl)sulfonyl]ai^ 

diethylacetamide, 

N,N-die%l-2-(2-{[(2,4,6-tricWorophenyl)sulfonyl]ainino}-l,^ 
25 yl)acetamide, 

2-{2-[([l, r-Biphenyl]-4-ylsulfonyl)anuno]-l,3.thiazol-4-yl}-N,N- 
diisopropylacetamide, 

N,N-diisopropyl-2-(2-{[(4-propylphenyl)sulfonyl]amino}-l,3-tW^ 
2-(2-{[(2,4-DicUoro-6-me1hylphenyl)sulfonyl]aiim 
30 diisopropylacetamide. 
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N,N-dusopropyl-2-<2-{[(2,4,6-fricMorophenyl)siilfonyl]a^ 
yi)acetamide, 

2<2-{[(3-<3iioro-2-methylphenyl)sulfonyl]amm 
diisopropylacetamide, 
5 2-(2-{[(3-CWoro-2-methylphenyl)sulfonyl]aniino}-l,3-tM 
dipropylacetamide, 

N-ben2yl-2-(2-{[(3-cMoro-2-methyIphenyl)sulfonyl]aiim 
mefhylacetamide, 

N-benzyl-2-(Z-{[(3-cUoro-2-methylphenyl)sulfonyl]aiim 
10 ethylacetamide, 

.2<2-{[(3^:Uoro-2-mefliylphenyl)sulfonyl]amino}-l,3-lW 
dimethylacetamide, 

2-(2- { [(3 -cUoro-2-methylphenyl)sulf onyl]ammo } - 1 ,3 -thiazol-4-yl)*N-^clohexyl-N- 
methylacetamide, 

15 3-Cmoro-N-{4-[2-(3,4.dihydro-2(lH)-isoquinolinyl>2-oxoeth^^ 
methylbehzenesulfonainide, 

2<2-{[(3-CWoro-2-mediylphenyl)sulfonyl]airuno}-l,3-tWa^^ 
phenylacetamide, 

2-(2-{[(3-CMoro-2-methylphenyl)sulfonyl]ammo}-l,3-t^ 
20 methylacetamide, 

2-{2-[([14'-Biphenyl]-4-ylsulfonyl)amino]-l,37fh^ 
- methylacetamide, 

N-e%l-N-methyl-2-(2-{[(2,4,6-tricMorophenyl)sulfony 
yl)acetaimde, 

25 2.(2-{[(2,4-DicMoro-6-methylphenyl)sulfonyl]aiim 
mediylacetamide, 

N-ethyl-N-methyl-2-(2-{[(4-propylphenyl)sulfonyl]am . 
yl)acetainide, 

2-{2-[([lJ-Biphenyl]-4-ylsulfonyl)ammo]-l,3-thiazx)l-4-^^ 
30 methylacetamide. 
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2-<2-{[(3-CMoro-2-metiiylphenyl)sulfonyl]amino}-l,3-tlu 
methylacetamide, 

2- <2-{[(3<Moro-2-methylphenyl)sulfonyl]ainm 
[(lS)-l-pheiiylethyl]acetatnide, . 

3- CUoro-2-mefliyl-N-{4-[2-oxo-2-(l-pyrroUdmyl)e&^^ 
yl}benzenesulfonaiiiidle» 

3-CUoro-2-methyl-^^-{4-[2-oxo-2-(i•piperi(imyl)ethyl]-l,3-^ 
yiybenzenesulfonamide, 

N-{4-[2-oxo-2-(l-piperidinyl)ethyl]-l,3-tiiiazol-2-yl}[lJ'-biphenyl]-^ 
N-{4-[2-oxo-2-(l-piperidinyl)ethyl]-l,3-thiazoI-2-yl}-4-propylbeiizenesu^^ 
2,4-DicUoro-6-methyl-N-{4-[2-oxo-2-(l-piperidinyl)ethyl]-l,3-tbi^ 
yl}beiizenesulfonamide, 

2A6-TricUoro-N-{4-[2-oxd-2-(l-piperidinyl)ethyl]-l,3-tMa2ol-2^ 
yl}benzenesixlfonamide, 

3- CWoro-2-metiiyl-N-{4-[2-(4-morpbolmyl)-2-oxoethyl]-l,3-tMazol-2- 
yl}benzenesiilfo]iamide, 

2>,6-TricUoro-N-{4-[2-(4-moipholinyl)-2-oxoethyl]-l,3-tiu 
yl}benzenesiilfonaniide, 

2,4-DicUoro-6-metliylTN-{4-[2-(4-moipholinyl)-2-oxoetiiyl]-l,3-tli^ 
yl}benzeaesulfonaiiiide, 

N-{4-[2-<4-morpholinyl)-2-oxoe11iyl]-l,3-thiazol-2-yl}[l, r-biphenyl]-4-sulfonamide, 
N-{4-[2-<4-morpholinyl)-2-oxoethyI]-l,3-thiazol-2-yl}-^ 
2,4-IMcWoro-N-{4-[2-<4-morpholinyl)-2K>xoethyl]-l,3-tW 
yl}benzenesulfonamide, 

4- Chioro-2,6-dimefliyl-N-{4-[2-(4-morpholinyl)-2-oxoethy^^ 
yl}benzenesulfonainide, 

N-f4-[2-(4-moiphobuayl)-2-oxoe%l]-l,3-thiM^^ 
phenoT^benzenesulfonamide, ' • 

2"Mediyl-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-tidazol^^^ 
(trifluoromethoxy)beiizenesidfonamide. 
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N-{4-[2-(4-moipholinyl)-2-<)xoe%l]-l,3-fluazol-2-yl}.^^ 
bis(trifiuoromethyl)beiizenesulfonaiHide, 
4-Bromo-2-metiiyl-N-{4-[2-(4-morpholmyl>2-oxoeli^^ 
yl}benzenesiilfonainide, . 
5 4-(2-Fuiyl)-N-{4-[2<4-moiTholinyl)-2-oxoetiiyl]-l.^ 
yl}beiizeiiesiilfonaimde, 

3'-Fluoro-6'-metho7Qr-N-{4-[2-(4-moTpholinyl)-2-oxoe&^^ 
biphenyl]-4-sulfonamide, 

4-(5-Methyl-2-thienyl).N-{4-[2-(4-morpholmyl>2-ox^^ 
10 yl}benzenesulfonainide, 

3'-Acetyl-N-{4-[2-(4-morphdlinyl)-2-oxoethyll^ 
sulfonamide, 

N-{4-[2-(4-Moipholinyl)-2-oxoethyl]-l,3-tiiiazol-2-yl}-4Ht^ 
bipheiiyl]-4-sulfonaimde, 
15 3^4-DicMoro-N-{4-[2-(4-morpholinyl>2-oxoethyl]-l,3-tW 
4-sulfonamide, 

4-(l,3-Benzodioxol-5-yl>N-{4-[2-(4-moipholmyl>2*-oxoethyl]-l,3-t^ 
yl}betizenesulfoiiainide, . 

4-(5-<;Moro-2-tWenyl)-N-{4-[2<4-moipholmyl)-2-oxoethyl]-l,3-t^ 
20 yl}benzeiiesiilfonamide, 

N-{4-[2-(4-Morpholinyl>2-oxoethyl].l,3-tiuazoI-2-yl}-^ 

pyridinyQbenzenesulfonamide, 

N-{4'-[({4-[2-(4-morpholmyl)-2-oxoefhyl]-l,3-tl^ 

biphenyl]-3-yl}acetamide, 
. 25 N-{4-[2-(4-Moipholmyl>2-oxoe%l].l,3-thiazol-2-^^ 

fhienyl)beiizenesulfonainide, 

N-{4-[2<4-Morpholmyl).2.oxoe%l]-l,3-1iiiazol-2-yl}-4-(2-^ 
tfaienyl)benzenesulfoiiamide, 

4-[({4-[2<4.Morpholinyl>2K)xoethyl]-l,3-tidazoW^ 
30 biphenyl]-4-carboxylic acid. 
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4-(Methylsulfanyl>N-{4-[2<4-moipholmyO^^^ 
biphenyl]-4-siilfoiiamide, 

N.{4-[2<4-Morpholinyl)-2-oxoethyl]-l,3-tMazol-2-yl}-3^^ 
biphenyl]-4-sulfonaitude, 

4'-CWoro-N-{4.[2<4-moipholinyl>2-oxoethyl]-l,3-Mazol-^ 
sulfonamide, 

N.{4-[2<4-Morpholmyl)-2-oxoethyll-l,3-thiazol-2.yl}-^ 
sulfonamide, 

4<l-Benzofuran-2-yl>N-{4-[2-(4-moTpholinyl>2K)xoeA^^ 
yl}benzenesulfonamide, 

N.{4.[2-(4-Moipholinyl>2K)xocliiyl]-l,3-thiazol^^^ 
pyn:olidinyl)benzenesiilfonamide, 

4-(4-Methyl-l-piperidinyl)-N-{4-[2-(4-moipholinyI)-2-^xoeA^ 
yl}benzenesulfonamide, 

4-Aniliao-N-{4-[2-(4-moipholinyl)-2-oxoethyl]-l,3-tfaiazol-^^ 

4-(Benzylamino)-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-1hiazol-2- 

yl}benzenesulfonamide, 

N-{4-[2-(4-Moipholmyl)-2-oxoethyl]-l,3-tida2ol-2-yl}-4-[^^^ 
fhienylmethyl)amino]ben2enesulfonamide, 

4-(4-MoiphDUnyl)-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-tMazol-^ 
yl}benzenesulfonamide, 

4-(4-Methyl-l-pipei^myl)-N-{4-[2-(4-morpholinyl)-2-oxoetiiyl]-l^ 
yl}ben2enesiilfonamide, 

N-{4-[2-(4-Moipholinyl)-2-oxoethyl]-l,3-thiazoI-2-yl}-4-[(3^ 
pyridmylmethyl)ainino]benzenesiilfonamide, 

2,4-Dichloro-6-methyl-N-{ 5^mefliyM-[2-(4-morpholinyl)-2-oxoethyl]- 1,3-tMazol^^ 
yl}benzenesiilfonamide, 

N-{5-methyl^[2<4-morpholmyl)-2-oxoethyl]- l,3-tMazol-2-yl} [1,1 -biphenyl]-4- 
sutfonamide, 

2,4,6-McWoro-N-{5-me1hyl-4-[2-(4-moipholmyl).2K)xoeih^^ 
yl}benzenesulfonamide. 
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3-cUoro-2-metiiyl-N-{5-methyl-4-[2-(4-moipholinyl>^^ 
yl}bexizenesulfonamide, 

3-CMoro.N-(4-{2-[(2R,6S)-2,6-dimethylmoiphol^^ 

2- metiLylbenzenesulfonainide, 

3- CWoro-2-metliyl-N-(4-{2-[(lS,4S)-2-oxa-5-azabic^^^ 
oxoethyl}- l,3-t]iiazol-2-yl)benze]iesulfonainide, 
3-CUoro-2-me1hyl-N-{4-[2-^xo-2-(4-lMomoipliolmyl)e&^ 
yl}beiizenesulfonainide, 

N.{4-[2-oxo-2-(4-tiuomorpholinyl)ethyl>l,3.fhiaOT^ 
sulfonamide, 

N-{4-[2-oxo-2-(4-tiiiomorpholinyl)etliyl]- l,3-thiazol-2-yl}-4- 
propylbenzenesi^fonainide, 

2,4-DicUoro-^-methyl-N-{4-[2-oxo-2-(4-tiiioriiorpholin^^^ 
yl}benzenesulfonaimde, 

2,4,6-TricWoro-N-{4-[2-oxo-2-(4-thiomoipholinyl)etiiyl]-l,3-t^ 
yl}ben2enesiilfonamide, 

N- {4-[2-( 1, l-dioxido-4-tMomorphoUnyl)-2-oxoethyl]- l,3-thiazol-2-yl}-^ 
propylbenzenesulfonainide, 

Tert-butyl 4-[(2-{[(3H:hloro-2-methylphenyl)sulfonyl]ainino}-l,3-tW 

1 - piperazinecarboxylate, 

N-{4-[2-(4-Acetyl-l-piperazinyl>2-oxoethyl]-l,3-tiuazol^^^ 
methylbenzenesulfonainide, 

3-CMoro-2-me%l-N-{4-[2H;4-metiiyl-l-piperazmyl>2-oxoe 
yl}benzenesulfonamide trifluoroacetate, 
3-CWoro-2-methyl-N-{4-[2-oxo-2-(l-piperazinyl)e%^ 
yl}benzeiiesulfonamide trifluoroacetate, 

2- Methyl.N-{4-[2-<4-methyl-l-pipera2myl)-2^^ 
(trifluoromethoxy)benzenesuIfoiiaimde, 

2,4-DicWoro-6-me%l-N-{4-[2-(4-methyl-l-piperazmyl)-2-oxoe^^^ 
yljbenzenesidfonatnide. 
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2,4-DicUoro-N-{4-[2<4-methyl- l-pipera2dnyl)-2-oxoethyl]- 
yl }benzenesulf onamide, 

3- cMoro-N<4^{2-[(2R)-2,4-dimediyIpipera2myl]-2-oxo^^^ 
methylbenzenesulfonaniide, 

2- (2-{[(3-CMoro-2-me1hylphenyl)sulfonyl]ainino}-l,3-^ 
methylacetamide, 

3rCUoro-2-methyl-N-[4-(2-oxopentyl)-l,3-thiazoI-2-yl]benzm 

4- ChloTO-N-[4-(2-hydroxyefhyl)-l,3-tliiazol-2-yl]bei^ 

3- CHoro-N-[4-(2-hydroxye1iiyl)- l,3-fhiazol-2-yl]-2-^ 
3-CUpro-N-[4-(3-hydroxypropyl)-l,3-thiaz^ 
3-CWoro-N-[4-(2-ethoxyethyl)-l,3-tiuazol-2-yl]-2-m 
3-CHoro-N-[4-(2-isopropoxyethyl)-l,3-tMazol-2-yl]-2-metliyte^ 
N-{4-[2-(benzyloxy)ethyl]-l,3-tMazol-2-yl}-3-cUoro-2-me&^ 
3-Chloro-N-[4-(2-mefhoxyethyl)- 1 ,3 -tUazol-2-yl]-2-me1iiylbeiizenesulf onandde, 
3-CMoro-N-{4-[2<2.fluoroethoxy)ethyl]-13-tiiiazol-2^yl}-^^ 
methylbenzenesulfonamide, 

3-CMoro-2-methyl-N-{4.[2-(2,2,2.trifluoroethoxy)ethyl]-l,3.t^ 
yl }benzenesulf onamide, 

3-CMoro-2-methyl-N-{4-[2-(2-pyridinylsulfanyl)e%y^ 
yl}benzenesulfonamide, 

3-CMoro-2-me11iyl-N^{4-[2-(3-pyridinyloxy)ethyl]-l,3-thiM^^ 
yl}benzenesulfonamide. 

Methyl 2-^[2-(2-{ [(3 -cMoro-2-methylphenyl)sulfonyl]a^ 
yl)ethoxy]benzoate, 

3-CUoro-N-[5r[(dimethylainmo)metliyll-4<2-etii^ 
methylbenzenesiilfonamide, 

2- (2-{[(3.CMoro-2-metliylphenyl)sidfonyl]ammo}-l,3-thi^^^ 
methanesulfonate, 

3- (2-{ [(3H:Uoro-2-mefliylphenyl)siilfonyl]aimno }- 1 ,3-M 
methanesulfonate, 

2K2-{[(3-CMoro-2-methylphenyl)sulfonyliaiiiin 



{ 
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2-(2-{[(3<:Moro-2-mefhylphenyl)sulfonyl]ainiao}-l,3-M 
2-(2-([(3<:Woro-2-metliylphenyl)sulfonyl]a l,3-tbiazol-4-yl)ethyl 2- 
metlLylpropanoate, 

2-<2-{[(3-CUoro-2-methylphenyl)sulfonyl]ainino}-l,3-^ 2-fiiroate, 
5 2-(2- { [(3-cUoro-2-mettylphenyl)sulfonyl]ainino }- 1 ,3-tluazol-4-yl)ethyl benzoate, 
2-(2-{[(3-CMoro-2-methylphenyl)sulfonyi]amino}- 1,3-t^ 4- 
moipholinecarboxylate, 

2- (2-{[(3-CWoro-2-methylphenyl)sulfonyl]ammo}-l,3-t^ 
diethylcarbamate, 

10 2-(2-{ [(3-CWoro-2-methylphenyl)sulfonyl]amino}- 1,^ 
ethylcarbamate, 

N-[4-(2-azidoethyl)- 1 ,3-thiazol-2-yl]-3-cUoro-2-metiiylbenzenesiilfonainide, 
N-[4-(2-ainmoethyl)-l,3-1iuazol-2-yl]-3-cMoro-2-methyl^ 

3- CUoro-2-mefhyl-N-{4-[2-(methylainmo)ethyl]-l,3-^ 
15 yl}benzenesulfonainide, 

4- CUoro-N-{4-[2-(diethylainmo)ethyll-l,3-thiazol^^ 
hydrochloride, 

3-Cmoro-N-{4-[2-(die11iylamino)ethyl].l,3-thi^ 
metliylbenzenesulfonamide hydrochloride, 
20 3-CWoro-N-{4-[2<lH-iinidazol-l-yl)ethyl]-l,3-tiu 
mediylbenzenesulfoxianiide dihydrate, 

3-CUoro-2-methyl-N-{4-[2-(4-me%l-l-piperazmyl)ethyl]-l,3-t^ 
yl}benzene5iilfonamide dihydrochloride, 
3-CWoro-2-methyl.N-{4-[2-(4-morpholinyl)ethyl]-l,3-thiaz^^^^ 
25 yI}benzeriesiiIfonainide hydrochloride, 

3-CUoro-2-me1hyl-N-[4-(4-morpholinyhnethyl)-l,3-thiM^ 
hydrochloride, 

2,4,6-Trichloro-N-{4-[2-(4-morpholmyl)e%l]-l,3-tiiiazol-2-yl}benzen^^ 
hydrochloride, 

30 2,4-DicUoro-N-{4-[2-(4-morpholinyl)ethyl]-l,3-tWazol-2-yl}beiLz;e^^ 
hydrochloride. 
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2,4.DicMoro-6-methyl-N-{4-[2'<4-morpholinyl)ethyy 
yl}benzeQesiilfoiiaiiude hydrochloride, 
N-{4-[2-(4-Moipholinyl)etiiyl]-l,3-thiazol-2-yl}-4-pr6 
hydrochloride, 

3-CUoro-N-{4-[2-(ethylaiximo)ethyl]-l,3-thiazol-2-yl}-2-me&ylb 

3-CUoro-N<4-{2<(2-hydroxyethyl)amino]e1hyl}-l,3-thia^ 

methylbenzenesulfonamide, 

3-CMoro-N<4-{3-[(2-hydroxye%l)anuno]propyl}-l,3-thiazol-2-^^^ 
methylbenzenesulfonamide hydrochloride hydrate, 
N-[2<2-{[(3-chloro-2-melhyIphenyl)suIfonyl]aiiuno} 
ethylacetamide, 

3-CUoro-2-methyl-N-{4-[2-(3-oxo-4-moipholmyl)ethyl]-li3-fliia^ 
yl}benzeaesulfonainide, 

3-Qdoro-N-{4-[2-(2-hydroxy-3-oxo-4-moipholinyl)et^^ 
mediylbenzenesulfonainide, 

2,4-Dichloro-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-tiuazoW^ 
yl}benzeiiesulfonainide, 

2.4- DicUoro-6-methyl-N-{4-[2-(3-oxo-4-morpholinyl)efliyl]-l,3-11iia^ 
yl}beiizenesulfonainide, 

2,4,6-TricMoro-N-{4-[2-(3-oxo-4-morpholinyl)e%l]-l,3-thiazol-2- 
yl}benzeiiesulfonamide, 

4.5- DicWoro-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-thia2ol-2-yl}-2- 
thiophenesulfonamide, 

N-{4-[2<3-Oxo-4-morpholinyl)ediyll-l,3-thiazol-2-yl}-4- 
phenoxybenzenesulfonamide, 

3-Fluoro-N-{4-[2-(3-oxo-4-morphoLinyl)ethyl]-l,3-tMazol-2-yl}benzenesu^^ 

N.{4-[2-(3-Oxo-4-morpholinyl)ethyl].l,3-thiazol.2-yl}-5 

thiophenesulfonamide, 

N-{2<:Moro-4-[({4-[2<3-oxo-4-moipholinyl)e%l]-l,3-thiazol^^^ 
yl}ainino)sulfonyl]phenyl} acetamide. 
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3-CUoro-2-methyl-N-{4-[(3-oxo-4-morpholinyl)mea^^^ 
yl}benzeiiesulfonamide, 

3-CUoro-2-metliyl-N-{4-[3<3-oxo-4-morpholinyl)propyl]^ 

yl}benzenesulfonamide, 
5. 3-CMoro-N,2-dimethyl-N-(4-[2-(3-oxo^moipholinyl)etiiyl]-l,3-^ 

yl}benzenesulfonainide, 

3-CUoro-2-methyl-N-{4-[2<2-me1hyl-3-oxo-4-moipholmyl)eA^^ 
yljbenzenesulfonamide, 

N.[2-(2-{[(3-CMoro-2-methylphenyl)sulfonyl]a3namo 

10 yl)ethyl]acetamide, 

3-CUoro-2-me1iiyl-N-{4-[2-(3K)XO-l,4-oxazepan-4-yl)etbyl] 

yl}benzenesulfonainide, 

3-ailoro-2-methyl-N-{4-[2-(2-oxo-l-pyiToUdmyl)ethyl]-l,^ 

yl}beiizenesiilfonamide, 
15 3-CMoro-2-methyl-N-{4-[2-(2-^xo-l-iinidazoUdin^ 

yl}benzeiiestdfonaimde, 

3-CUoro-2-mefliyl-N-{4.[2<2-oxo-l,3-oxazoUdin-3-yl)ethyy^ 
yl}benzenesulfonamide, 

N42<2-{[(3-CMoro-2-methylphenyl)siilfonyl]amm 

20 hydroxyetiiyl)-2-furainide, 

N42-(2-{[(3-cMoro-2-me1hylphenyl)sulfonyl]ai^ 
methylcyclopropanecaiboxamide, 

3-Cmoro-2-metibyl-N-{4-[2<4-methyl-2-oxo-l-piperazin^^^ 
yl}beiizenesiilfonamide hydrochloride, 
25 3-CUoro-2-inethyl-N-(4-{2-[(me%lsulfonyl)am^ 
yl)benzeiiesulfonaini4e, 

3<:hloro-2-methyl-N-(4-{2-[mediyl(iaethylsulfonyl)ai^ 
yl)benzenesiilfonainide, 

3-Chloro-2-me1iiyl.N-[4<2-{[(trifluoroinethyl)siilfoiiy^^ 
30 yl]benzenesulfonainide. 
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3-Chloro-2-methyl-N-[4-(2-{me1ivyl[(tri£luoromethyl)s^^ 

thiazol-2-ylJbeiizenesuIfonainide, 

N-[2-(2-{[(3-CWoro-2-methylphenyl)suIfonyl3ainm 

methyl- lH-iinidazole-4-sulfonainide, 
5 3-CMoro-N-<4-{2-[[(3-cMoro-2-methylphenyl)siilfoayy 

fMazol-2-yl)-2-mediylbeiizenesulfonaixiide, 

N-[4-(2-bro.moethyl)-l,3-tluazol-2-yl]-3-cUoro-2-me^^ 

3-CUoro-N-[4;<2-cliioroethyl)-l,3-tiiazol-2-yl]-2-m^^ 

3-CUoro-2-me%l-N-{4-[(5-methyl-l,3,4-oxadia2ol-2-yl)meth^^^ 
10 yiybenzenesulfonamide. 

Ethyl 3-(2-{[(3-cUoro-2-methylphenyl)sulfonyl]ammo}-l,3-t^ . 



T is an aryl ring or heteroaryl ring or aryl-C2-alkenyl ring, optionally independently 
substituted by [R]^, wherein n is an integer 0-5, and R is hydrogen, aryl, heteroaryl, a 

20 heterocyclic ring, optionally halogenated Ci^-alkyl, optionally halogenated Ci^- 

alkoxy, Ci-6-alkylsulfonyl, carboxy, cyano, nitxo, Jialogen, amine which is optionally 
mono- or di-substituted, amide which is optionally mono- or di-substituted, aiyloxy, 
arylsulfonyl, arylamino, wherein aryl, heteroaryl and aryloxy residues and heterocyclic 
rings can further be optionally substituted in one or more positions independently of 

25 each other by Ci^-acyl, Ci^-alkylthio, cyano, nitro, hydrogen, halogen, optionally 
halogenated C|^-alkyl,. optionally halogenated Ci^-alkoxy, aroide which is optionally 




Jhe use of a compound of the formula (II) 




wherein 
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mono- or di-substitated, (benzoylammo)methyl, caiboxy, 2-thienylmethylamino or 
({[4-(2-efhoxy-2-oxoethyl)-l,3-thiaiol-2-yl]amino}carbonyl); 

is hydrogen or Ci-s-alkyl; 

XisCH2orCO; 

Y is CH2, CO or a single bond; 

B is hydrogen, Ci-^-aJkyl or dimelhylaminomethyl; 

is selected from Ci^-alkyl, azido, aiylthio, heteroarylthio, halogen, hydroxymethyl, 
2-hydroxyethylaininomethyl, methylsulfonyloxymethyl, 3-oxo-4- 
morpholinolinyhnefhylene, Ci^-alkoxycarbonyl, 5-melhyl-i,3,4-oxadiazol-2-yi; 
NR^R^ wherein R^ and R^ are each independently selected from hydrogen, Ci-a-alkyl, 
optionally halogenated Ci^-alkylsulfonyl, Ci^-alkoxy, 2-methoxyethyl, 2- 
hydroxyethyl, 1-methylimidazolylsulfonyl, Ci-6-acyl, cyclohexyhnethyl, 
cyclopropanecarbonyl, aryl, optionally halogenated arylsulfonyl, ftirylcarbonyl, 
tetrahydro-2-£iiranylmethyl, N-carbelhoxypiperidyl, or Ci-6-allq^l substituted with one 
or more aryl or heteroaryl, or 

NR'^R^ represent together het^ocyclic systems which can be imidazole, piperidine, 
pyrrolidine, piperazine, morphohne, oxazepine, oxazole, ihiomorpholine, 1,1- . 
dioxidotfaiomorpholine, 2-(3,4-dihydro-2(lH)isoquinolinyl), (lS,4S)-2-oxa-5- 
azabicyclo[2.2. l]hept-5-yl, which heterocyclic systems can be optionally substituted 
by Ci-6-alkyl, Ci-e-acyl, hydroxy, 0x0, t-butoxycarbonyl; 

0C0NR^R\ wherein and R^ are each independendy selected from hydrogen, Ci-e- 
alkyl or form together morpholinyl; 

R^O, wherein R^ is hydrogen, optionally halogenated C|-6-alkyl, aryl, heteroaryl, Ci^- 
acyl, Ci^-alkylsulfonyl, arylcarbonyl, heteroaiylcarbonyl, 2-carbomethoxyphenyl; . 

or a salt, hydrate or solvate fliereot 
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in the manufacture of a medicament for the prevention, management or treatment of 
diabetes, syndrome X, obesity, glaucoma, hyperlipidemia, hyperglycemia, 
hyperinsulinemia, osteoporosis, tuberculosis, dementia, depression, virus diseases and 
. S inflammatory disorders, 

10. The use according to claim 9, wherein 

T is selected from 5-chloro-l,3-dimethyHH-pyrazol-4-yl; 4-chloro-2,3,l- 
10 benzoxadiazolyl; S-(dimethylamino>l-naphthyl; l-methylimidazol-4-yl; l-rnaphfhyl; 

2- ni^h1fayt; (E)-2-phenylethenyl; 8-quinolinyl; 

tfaienyl substituted with one or more of (benzoylanuno)methyl, bromo, chloro, 3- 
isoxazolyl, 2-(methylsulfanyl)-4-pyrimidinyl, l-methyl-5-(trifluoromethyl)pyrazol-3- 
yl, phenylsulfonyl, pyridyl; 

15 phenyl substituted with one or more of acetylamino, 3-acetylaminophenyl, 3- 

acetylphenyU benzencamino, l,3-benzodioxol-5-yl, 2-benzofuryl, benzylanmio, 3,5- 
bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, chloro, 4-carboxyphenyI, 3- 
chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, cyano, 3,4- 
dichlorophenyl, ({[4-(2-eflioxy-2-oxoethyl)-l,3-thiazol-2-yI]aniino}carbonyl), fluoro, 

20 5-fluoro-2-meflipxyphenyl, 2-fuiyl, hydrogen, iodo, isopropyl, methanesulfonyl, 
methoxy, methyl, 4-methyl-l-piperazinyl, 4-mefhyH-piperidinyl, 4- 
methylsulfanylphenyU 5-methyl-2-thienyl, 4-morpholinyl, nitro, 3-nitrophenyI, 
phenoxy, phenyl, n-propyl, 4-pyiidyl, 3-pyTidylmethylamino, l-pyrrolidinyl, 2-thienyl, 

3- thienyl, 2-thienylmethylamino, trifluoromethoxy, 4-trijEluorometiioxyphenyl, 
25 trifluoromethyl; or 

is hydrogen or methyl; 

XisCHaorCO; 

30 

Y is CH2, CO or a single bond; 
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B is hydrogen, methyl or dimethylammomethyl; 
is selected from 

5 n-propyl, azido, bromo, chloro, 2-pyridinylsiilfanyl, 3-oxo-4-morpholinolinyl- 
methylene, ethoxycarbonyl, 5-methyH,3,4-oxadiazDl-2-yl, hydroxymethyl, 2- 
hydroxyethylaminomethyl, methylsulfonyloxymethyl; 

NR^R^, wherein R^ and R** are each independently selected from acety^l, benzhydryl, 
1,3-benzodioxol-S-ylmethyl, benzyl, 3-chloro-2-methylphenylsulfi>nyl, cyclohejcyl, 

10 cyclohexylmethyl, cycloi>ropanecarbonyl, ethyl, 2-fiirylcarbonyl, 2-fijrylmetiiyl, 
hydrogen, 2-hydroxyethyI, 2-(lH-indol-3-yl)ethyl, isopropyl, melhoxy, 2- 
methoxyethyl, methyl, 4-(l-methylunidazolyl)sulfr)nyl, methylsulfonyl, phenyl, (IS)- 
. phenylethyl, n-propyl, tetrahy dro-2-fi2ranyIniethyl, trifluoromethylsidfonyl, N- 
carbethoxypiperidyl; or 

15 NR^R* represent together 4-acetylpiperazinyl, 4-t-butoxycarbonylpiperazinyl, 2-(3,4- 
dihydro-2(lH)isoquinoliiiyl), (2R,6S)-2,6-dimethyhnorpholinyl, (2R)-2,4-dimethyH- 
piperazinyl, 2-hydroxy-3-oxomorpholinyl, imidazolyl, 2-methyl-3-oxomorpholinyl, 4- 
metiiyl-2-oxopiperazmyl, 4-methylpiperazinyl, morpholinyl, (lS,4S)-2-oxa-5-aza- 
bicyclo[2.2.1]hept-5-yl, 2-oxoimidazolinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxazepinyl, 

20 2-oxooxazolinyl, piperazinyl; piperidinyl; pyrrolidinyl; pyrrolidonyl, thiomorpholinyl; 

I , l-dioxido-thiomorpholinyl; 

OCONR^R^, wherein R^ and R^ are each independently selected from- ethyl, hydrogen 
or fi)Tm together morpholinyl; 

R^O, wherein R^ is acetyl, benzoyl, benzyl, ethyl, 2-fluoroethyl, 2-furylcarbonyl, 
25 hydrogen, isobutyryl, isopropyl, methyl, 2-carbomethoxyphenyl, methylsulfonyl, 
phenyl, propionyl, 3rpyridinyl, 2,2,2-trifluoroethyl. 

II. The use according to claun 9-10, wherein the compoimd is selected from: 
Ethyl (2-{ [(2,4-dichloro-5-methylphenyl)sulfonyl]amino } - 1 ,3 -diiazoM-yl)acetate, 

30 Ethyl 2^2-[[(4-cMorophenyl)siilfonyl]aniiao]^l,3'.thiazole-4-yl)a 

Ethyl 2<2-{[(4-cWoro-2,5-dimethylphenyl)sulfonyl]anuno}-l,3-thiazol^ 
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Ethyl 2<2-{[(2,4-difhiorophenyl)sulfonyl]aiiiiiio}-l,3-thiazol-4-yl)aM 
Elliyl2<2<((4-methylphenyl)sulfonyl)ainino)-l,3-1iiiazol-4^^ 
Ethyl 2<2-{[(2,5KUcmoro-3-thienyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(2<Morophenyl)siilfonyl]anuno}-l,3-thiazol-4-yl)acetate, 
5 Ethyl 2-(2-{[(3s:Woro-2-methylphenyl)sulf<myl]amino}-1.3-ihiazol-4-y 
Ethyl 2-{2-[([l,l'-biphenyl]-4-ylsulfonyl)ammo]-l,3-thiazol-4-yl}acetatE, 
Ethyl 2<2-{[(3-bromophenyl)sulfonyl]anuiio}-l,3-thiazol-4-yl)acetat!e, 
Elhyl (2-([(4-nitrophenyl)sulfonyl]ainino>-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(4-methoxyphenyl)siilfonyl]ainmo}-l,3-thiazol-4-yl)acetate, 
10 Ethyl (2-{[(3-nitrophenyl)sulfonyl]ainmo}-l,3-fhiazoM-yl)acetate, 
Ethyl (2-{[(3-methylphenyl)sulfonyllamino}-13-1hia2»l-4-yl)ac^^ 
Ethyl (2-{[(3-cWorophenyl)sulfonyl]aiimio}-l,3-thiazol-4-yl)acetate, 
Etiiyl (2-{[(4-fluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(3-fluorophenyl)sulfonyl]aiiuno}-l,3-thiazol-4-yl)acetate, 
15 Ethyl {2-[(phenylsulfonyl)anuno]-l,3-tbiazol-4-yl}acetate, 

Ethyl (2-{[(4-isopropylphenyl)sulfonyl]aniino}-l,3-thiazol-4-yl)acetate, 
Ethyl [2-({[3-({[4-(2-ethoxy-2-oxoethyl)- l,3-fhiazol-2- 
yl]ainmo}carbonyl)phenyl]svilfonyl}amino)-l,3-tMazol-4-yl]acetate, 
Ethyl [2-({[4-({[4-(2-ethoxy-2-oxoethyl)-l,3-thlazol-2- 
20 yl]amino}carbonyl)phenyl]sulfonyl}amino)-l,3-thiazol-4-yl]acetate. 
Ethyl (2-{[(2-me&ylphenyl>ulfonyl]anuno}-l,3-thiazol-4-yl)acetate, 
Ethyl [2<{[2-(trifluoix>methyl)phenyl]sulfonyl}ammo>l,3-thiazol-4-yl]^ 
Ethyl [2<{[3-(trifIuoromefeyl)phenyl]sulfonyl}aiiimo>l,3-thiazol-4-yl]acetate, 
Ethyl [2<{[4-(trifliiorometiiyl)phenyl]suifonyl}ainino>l,3-fluaz^^ 
25 Efliyl 2-(2-{[(4-bn)mophenyl)sulfonyl]ainmo}-l,3-tMa2»l-4-yl)acetate, 
Ethyl (2-{[(2-iiitrophenyl)svilfonyl]ammo>-l,3>.thia2ol-4-yl)acetate, 
Eftiyl (2-([(2,4-dicMoro-6-methylphenyl)sulfonyl]amino)-13-thiazoi-^ 
Ethyl (2-{[(2,4,6-tricWorophenyl)sulfonyl]ainmo}-l,3-thiazol;4-yl)acetate, 
. Ethyl (2-{[(2,4-<hcWoropheAyl)sulfonyl]ammo}-l,3-fliiazol-4-yl)acetate, 
30 Ettiyl (2-([(5-fluorc)-2-methylphenyl)sulfonyliaiaMno>-l,3-tMa2»M^ 
EAyl (2-{[(4-propylphenyl)sulfouyl]ainino}-l,3-thiazol-4-yl)acetate, 
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Etityl (2-{[(2-methoxy-4-methylphenyl)siilfonyl]ammo}- 1^ 
Ethyl (2-{[(3,5-dicUorophenyl)sulfonyl]ainino}-l,3-th^ 
E%l[2-({[4-(3-cUoro-2H:yanopheno7qr)phenyl]sulfon^^ 
yl]acetate. 

Ethyl (2-{[(3,4-dicMoropheayl)sulfonyl]ammo}-l,3-t^ 

Ethyl (2-{[(4-butoxyphenyl)siilfonyl]anuno}-13-tMazol-^ 

Ethyl (2-{[(4-cMoro-2-metiiylphenyl)sTilfoi^^^ 

Ethyl [2-({[4-(acetylanuno)phenyl]siilfonyl}amm 

Ethyl {2-[(8-q\iinolinylsulfonyl)ainmo]-13-thiazol-4-y^ 

Ethyl (2-{[(3,4-dimethoxyphenyl)sulfonyl]ammo}-l^ 

Ethyl (2-{[(44odophenyl)sulfonyl}aimno}-l,3-tWazol-4^^^^ 

Ethyl (2-{[(3-cUoro-4-methylphenyl)sulfonyl]aniino}- 1,3-thi^^ 

Ethyl [2-({[5-(dimediylamino)-l-naphtiiyl]siilfonyl}air^ 

Ethyl (2-{[(l-methyl-lH-imidazol-4-yl)siUfonyl]amino}-l,3-thi^^ 

Ethyl (2-{ [(5-bromo-2-methoxyphenyl)siilfonyl]amino}- 1 ,3-thia2oM-^^^ 

Ethyl (2-{[(2,5-dimetlioxyphenyl)sulfonyllamm 

Ethyl {2-[(2-naphthylsulfonyl)amiiio]-l,3-thiazol-4-yl}acetate, 

Etfiyl {2-[(mesitylsulfonyl)ainino]- 1 ,3-thiazol-4-yl} acetate. 

Ethyl (2-{[(3-bromo-5^Moro-2-thienyl)sulfonyl]ainmo}- l,3-thiazol-4-yl)acetate. 

Ethyl {2-[({5-[(benzoylaiiiino)methyl]-2-thienyl}siilfonyl) l,3-thiazol-4- 

yl}acetate, 

Ethyl.{24({5-[l-methyl-5-(tiifluoromethyl>lH-pyrazol-3-yl]-2^ 

fluenyl}sulfonyl)amino]-l,3-thia2ol-4-yl}acetate, 

E&yl (2-{[(4-cyanophenyl)sulfonyl]aininp}-l,3-thia2oW^ 

Ethyl {2-[({5-[2-(methylsulfaayl)-4-pyriini<i^^ 

thiazol-4-yl} acetate. 

Ethyl (2-{[(3-cyanophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{ [(2,4,5-trichlorophenyl)sulfonyl]aiiuno}-l,3-thiazoM^ 
Ethyl [2<{[(E)-2-pheaylethenyl]sulfonyl}ainino)-l,3-thiazol-^ 
Ethyl (2-{[(2,3,4-tricMorophenyl)sulfonyl]atm^ 
Efliyl (2-{ [(4-bromo-2,5-difluorophenyl)siilfonyl]ainmo}- 1,3-tW 
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Ethyl [2-({[4-<trifluoromethoxy)phenyl]sulfonyl}ai^ 

Ethyl (2-{[(2,3-dicWorophenyl)sulfcmyl]ajiim 

Ethyl (2-{[(2-bromophenyl)siilfonyl]aimno}-l,3-t^ 

Ethyl (2-{[(4,5-dicMoro-2-thimyl)sulfonyllamino}-l,3-thi^ 
5 Etfiyl [2-({(4-0?hOTylsulfonyl)-2-thienyl]sulfonyl}ai^ 

Ethyl [2-({[5-(phenylsulfonyI)-2-lhieilyl]siitf^ 

Ethyl (2-{[(2,6-dicUorophenyl)sulfonyl]amino}-1.3-tl^^ 

Etiiyl (2-{[(2-cyanophenyl)sulfonyl]ainino}-l,3-tMazoM-yl)aceto^^ 

Ethyl [2-({ [4-(acetylainino)-3 -chloropheayl]sulfoiiyl} amino)- 1 ,3 -tfaiazol-4-yl]acetate, 
10 E4yl(2-{[(5-cUoro-l,3-dimethyl-lH-pyrazol-4-yl)suKb^^^ 

yl)aQetate, 

Ethyl (2-{[(3-methoxyphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)aceto^^ 

Ethyl (2-{ [(4-bromo-5-cMoro-2-lMenyl)sulfonyl]ainin 

Ethyl 2-{2-[(l-naphthylsulfonyl)amino]-l,3-thiazol-4-yl}acetate, 

15 Ethyl (2-{[(2,5-dicUorophenyl)siilfonyl]amino}-13-tWazol-4-yl)ac^^ 

Ethyl [2-({ [4-(methylsulfoTiyl)phenyl]sulfoiiyl} amino)- 1 ,3-thiazol-4-yl]acetate. 
Ethyl [2-({[2-(methylsulfonyl)phenyl]suLfonyl}amino)-l,3-tMazol-4-y 
Ethyl (2-{ [(4-bromo-2-fluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2- { [(2,3 ,4-trifluorophenyl)sulf onyl]amino ) - 1 , 3 -thiazol-4-yl)acetate, 

20 Ethyl (2-{[(7-cUGro-2,l,3-benzoxadia2ol-4-yl)sulfonyl]amino}-l,3-fl^ 
yl)acetate. 

Ethyl (2-{[(2,4,6-trifluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
2<:Moro-5<{[4-(2-ethoxy-2-oxoethyl)-l,3-fluazol-2-yl]amhio}sulfo 
fluorobenzoic acid, 

25 Ethyl (2-{[(5-cUoro-2-thienyl)sulfonyl]amino}-l,3-thia2ol-4-yl)ace^^ 
Ethyl (2-{[(2-K^Woro-4-fluorophenyl)siilfonyl]amino}-l,3-tW 
Ethyl [2<{[5-(3-isoxazolyl)-2-tMenyl]sulfonyl}amino)-l,3-tlua^ 
Ethyl (2-{[(4-bromo-2-methylphenyl)sulfonyl]amino}-l,3-thi^ 
Ethyl (2-{[(4-phenbxyphenyl)siilfonyl]ainino}-l,3-thia^ 

30 Ethyl (2-{[(4K:Uoro-2,6-dimethylphenyl)sulfonyl]amino}-l,3-Ma^ 
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Ethyl [2-({[2-methyl-4-(1rifluoromethoxy)phenyl]sulfonyl}ara 
yl]acetate. 

Ethyl [2-({[2,4-bis(trifluorome%l)phenyl]sulfonyl}ai^ 
Ethyl 2-{2-[[(3-cWoro-2-me%lphenyl)sulfonyl](me%l)anm 
yl}acetate. 

Ethyl oxo(2-{[(4-propylphenyl)siilfonyl]amino}-1.3-t^ 

Ethyl (2-{ [(3-cUoro-2-methylphenyl)sulFonyl]aiiuno}- 1,3-tfu 

Ethyl oxo(2-{[(2A6-tricMorophenyl)siilfonyl]anm 

Ethyl {2-[([l, r-biphenyl]-4-ylsiilfonyl)ammo]-l,3-thiazol-4-yl^ 

Ethyl (2-{ [(2,4-dichloro-6-methylphenyl)sulfonyl]amko}-l,3-tMa2»l-4- 

yl)(oxo)acetate, 

2-(2-{[(4-Methylphenyl)siilfonyl]amino}- 1,3-thiazoM acid, 
2-(2-{[(2,5-DicHoro-3-thienyl)suIfonyl]animo}-l,3-^ acid, 
(2- { [(2-Chlorophenyl)sulf onyl]amino } - 1 ,3-thiazol-4-yl)acetic acid, 
2-(2-{[(3<Moro-2-methylphenyl)sulfonyl]aiEdno}-l,3-tMazol-^ acid, 
Isopropyl 2-^2-{[(3-cHoro-2-methylphenyl)sulfonyl]anaino}-l,3-fhiazol^ 
Phenyl 2-(2- { [(3 -cUoro-2-methylphenyI)sulfonyl]aiiimo } - 1 ,3 -thiazol-4-yl)acetate. 
Methyl (2-{[(3-cUoro-2-methylphenyl)sulfonyl]aiiiino}-l,3-Ma2ol-4-yl)aceta^ 
Methyl { 2-[([ 1 , r-biphenyl]-4-ylsulf oiiyl)ainmo] -5-methyl- 1 ,3-fhiazol-4-yl} acetate. 
Methyl (2-{ [(4-cMorophenyl)sulfonyl]amino}-5-methyl-l,3-thiazol-4-yl)acetate, 
Mettiyl (2-{[(3-cUor6-2-methylphenyl)sxilfoayl]ainin l,3-thia2ol-4- 
yl)acetate. 

Methyl [2-({[4-(3-chlo^o-2-cy^ulophenoxy)phenyl]sulfonyl}aIlmo)-5-me&^ 
thiazol-4-yl]acetate. 

Methyl (5-metibyl-2-{[(4-propylphenyl)siilfonyl]amino}-l,3-thiazol-4-^^^ 
Methyl (5-methyl-2-{[(2,4,6-tricMorophenyl)sulfonyl]aJ3imo}-l,3-thiazol^ 
Methyl (2-{[(2,4-dichloro-6-methylphenyl)sulfonyl]amino}-5-methyl-l,3-flu 
yl)acetate,. 

N<2-Methoxyefhyl)-2-(2-{[(4-methylphenyl)siilfonyl]ain^ 
yl)acetamide, 

2-(2-{[(2,5-Dichloro-3-tiiienyl)sulfonyl]ainino}-l,3-thiazol-4-^^^ 
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N-( 1 ,3 -Beiizodioxol-5-ylmethyl)-2-{2-.[( l-iiaphthylsiilfonyl)ainiiio]- 1 ,3-thiazol-4- 
yl}acetamide, 

N-(2-Fuiylmethyl)-2-{2-[( l-naphthyls\iIfonyl)amino]- 1 ,3-1iiiazol-4-yl} acetamide, 
2-(2-{[(2,4-Difluorophenyl)sulfoayl]ainino}-l,3-fhiaz^ 
5 N-Isopropyl-2-{2-[(l-naphAylsulfonyl)amino]-l,3-thiazol-4-yl}aceta^ 
N-[2<lH-Indol-3-yl)e%l>2-{2-[(l-naphthylsulf^ 
yi}acetainide, 

N-(Cyclohexylme1hyl)-2-{2-[(phenylsulfonyl)ainino]-l^^ 
2-(2-{[(3-CUoro-2-metiiylphenyl)suIfonyl]ammo} 
10 mefhylacetamide, 

2-(2-{ [(3-CUoro-2-methylphenyl)sulfonyl]aimno}-l,3-tiu 
ethylacetamide, 

2K2-{ [(3-CMoro-2-mefhylphenyI)sulfonyl]ainm 
phenylacetamide, 
15 2<2-{[(4-adoropheayl)sulfonyl]amino}-l,3-fluM^^ 
fii]yl]nethyl)acetaimde, 

N-Ben2±iydiyl-2<2-{[(4-cUorophenyl)siilfonyl]aird^ 
2-(2-{[(4-CUorophenyl)sulfonyl]ainino}-l,3-tMa2ol-4-yl)-N-(^^ 
furanylme1hyl)acetaimde, 
20 Ethyl 4- { [2-(2- { [(4-chloropheny l)sulfonyl]amiiio }- 1,3 -thiazol-4-yl)acetyl]amino } - 1 - 
piperidinecarboxylate, . 
N-Benzhydryl-2-(2-{[(3-cUoro-2-methylphenyl)sulfonyl]ainmo}-l^ 
yl)acetainide, 

2-(2-{[(4-CMorophenyl)suLfonyl]ainind}-l,3-thiazol-4-yl)-N-pheny^^^ 
25 2-(2- { [(3 -CMoro-2-methylphenyl)sulfonyl]anvino}- 1 ,3-thiazol-4-yl)acetamide, 
2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amino}-l^ 
diethylacetamide, 

2-{2-[([ 1, r-Biphenyl]-^-ylsulfonyl)amino]- 1,3-thiazoM 
N,N-diethyl-2-(2-{[(4-propylphenyl)sulfonyl]amino}-l,3-^ 
30 2<2-{[(2,4-DicUoro-6-methylpheayl)sulfonyl]ainino 
diethylacetamide. 
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N,N-die%l-2-(2-{[(2A6-tricmorophenyl)suIfonyl]a^ 
yl)acetamide, 

2-{2-[([ 1, r-Biphenyl]-4.ylsulfonyl)amiiiol- l,3-thiazol-4-yl}-HN- 
diisopropylacetamide, 
5 N*N-diisopropyl-2<2-{[(4-propylphenyl)sulfonyl]ammo^ 

2-(2.{ [(2,4-DicUoro-6-methylphenyl)sulfonyl]amino}- l,3-thiazol-4-yl)-N,N- 
diisopropylacetamide, 

N,N-diisopropyI-2-(2-{[(2,4,6-tricM6rophenyl)suifonyl]a 
yl)acetaiiiide, 

10 2-(2-{[(3-CWoro-2-methylphenyl)sulfonyllamino}-l,3-tW 
diisopropylacetamide, 

2-(2-{[(3-CUoro-2-mediylphenyl)sidfonyl]ainino}-l,3-tfaiaz» 
dipropylacetamide, 

N-beiizyl-2-^2-{[(3-chloro-2-mefhylphenyl)sulfonyl]aii^ 
IS methylacetamide, 

N-ben2yl-2-(2-{[(3-chloro-2-methylphenyl)sulfoiv^ 
ethylacetamide, 

2- (2-{[(3<:Woro-2-methylphenyl)sulfonyl]amino}-l,3-tlua^ 
dimetiliylacetaimde, 

20 2-<2-{ [(3-chloro-2-methylphenyl)sulfonyl]amino}- 1,^ 
metfaylacetamide, 

3- Cmoro-N-{4-[2<3,4-Klihydro-2(lH>isoqumolinyl)-2^^ 
methylbenzenesulfonamide, 

2<2-{[(3-CMoro-2-methylphenyl)sulfonyl]ammo}-l,3r^ 
25 phenylacetamide, 

2-(2-{[(3-CUoro-2-methylphenyl)sulfonyl]aiiimo}-l,3-t^ 
metiiylacetairdde, 

2-{2-[([lJ'-Biphenyll-4-ylsulfouyl)aininol-l,3-thiazoM^ 
methylacetamide, 

3 0 N-ethyl-N-methyl-2-(2- { [(2,4,6-trichlorophenyl)sulf onyl]ainino } - 1 ,3 -thiazol-4-- 
yl)acetamide. 
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2-(2-{[(2,4-DicUoro-6-methylphenyl)sulfonyl]amino}-l,3-t^ 
methylacetamide, 

N-ethyl-N-methyl-2-(2-{[(4-propylphenyl)sulfonyl]aii^ 
yl)acetainide, 

2-{2-[([ia-Biphenyl>4-ylsulfonyl)ainino]-l,3-fluaM^ 
meliiylacetamide, 

2-(2-{[(3-CWoro-2-methylphenyl)sulfonyl]amino}-l,3-tiu^ 
methylacetamide, 

2- (2-{[(3-CMor(>2-meAylphenyl)siilfonyl]ainmo}-l,3-^ 
[(lS)-l-phenylethyl]acetamide, 

3- CUoro-2-methyl-N-{4-[2-oxo-2-(l-pyiToUdinyl)e1hyl]-l,^ 
yiybenzeiiesulfonainide, 

3-CMoro-2-me%rl-N-{4-[2-oxo-2-(l-piperidinyl)e1h^ 
yl}beiizeae$u]foiiaiiiide, 

N-{4-[2-oxo-2-( l-piperidiiiyl)ediyl]- 1 ,3-thiazol-2-yl} [1,1 -biphenyl]-4-suIfonainide, 
N-{4-[2-oxo-2-<l-piperidinyl)ethyl]-l,3-thia2ol-2-yl}-4"propylbenzenes^^ 
2,4-DicUoro-6-metliyl-N-{4-[2K)XO-2-{l-piperidmyl)etiiyl]-l,3-tMazol^^^ 
yI}benzenesulfoiiamide, 

2,4,6-Tricmoro-N-{4-[2-oxo-2-(l.piperidmyl)ediyl]-l,3-1hiazol-2- 
yi}beiizenesulfonamide, 

3-CUoro-2-metliyl-N-{4-[2-(4-morpholmyl)-2-oxoetliyl]-l,3-M 
yljbenzenesulfonamide, 

2,4,6-TricWoro-N-{4-[2-(4-mDipholinyl)-2-oxoc1h^yl]-l,3-thiaz^ 
yljbenzenesulfonamide, 

2,4-DicUoro-6-methyl-N-{4-[2-(4-morpholmyl)-2-oxoethyl]-l,3-thi^^ 
yl }benzenesulfonanude, 

N-{4-[2-(4-moipholinyl>2-oxoefliyl]-l,3-tMa2ol-2-yl}[l,i;-bip^ 
N-{4-[2-(4-morpholmyl)-2-oxoediyl]-l,3-thiaml-2-yl}-4-propyl^ 
2,4-DicUoro-N-{4-[2<4-moipholinyl>2-^xoe%l]-13-tiua^^ 
yl}benzenesulfoiiaiiiide. 
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4-CUoro-2,6-dime%l-N-{4-[2-(4-morpholinyl>2-oxoeth^^ 
yl}beiizenesulfo]iainide, 

N-{4-[2<4-moipholmyl)-2K)xoethyl]-l,3-tiiiazol-2-yl}-4- 
phenoTgrbenzenesulfonamide, 
5 2-Me%l-N-{4-[2-<4-moipholinyl)-2-oxoet^^^ 
(tii£liioromefhoxy)benzenesiilfonam 
N-{4-[2-(4-moipholinyl>2-ox6ethyl]-l,3-thiaz 
bis(trifluoromelhyl)benzenesulfonaimde, 

4-Bromo-2-methyl-N-{4-[2-(4-morpholmyl>2-oxoethyl]-l,3-thi^ . 
10 yl}beiizenesiilfonainide, 

4-(2-Fxiryl)-N-{4-I2.(4-moiT)holmyl)-2-oxoethyl]-l,3-tMazo 
yl}benzenesulfonamide, 

3'-muoro-6'-metlioxy-N-{4-[2-(4-morphoHnyl)-2-oxoet^^^ 
biphenyl]-4-siilfonainide, 
15 4-(5-Methyl-2-tiiienyl)-N-{4i.[2-(4-morphoUnyl>2-oxoethyll-l^ 
yl}benzenesulfonainide, 

3*-Acetyl-N-{4-[2-(4-moipholmyl)-2-oxoethyl]- l,3.thiazol-2-yl} [1, r-biplienyl]-4- 
sulfonamide, 

N-{4-[2-(4-Morpholinyl)-2-oxoethyl].l,3-thiazol-2-yl}-4'Kt^ 
20 bipheiiyl]-4-sulfonamide, 

3\4'-Dicmoro-N-{442<4-moiT>holmyl)-2-oxoethyl]-l,3-ti^ 
4-sulfoiiaimde, 

4-(l,3-Ben2»dioxol-5-yl>N-{4-[2-<4-morpholinyl)-2-oxoethyy 
yl }beiizenesulfonainide, 
25 4-(5-cUoro-2-ti[uenyl)-N-{4-[2<4^morpholmyl>2K)xo 
yl}benzeiiesulfonamide, 

N-{4-[2-(4-Morpholinyl)-2-oxoetiiyl]-l,3-tiua2ol-2-yl}-4^^ 
pyriduiyl)beiizenesulfoiianiide, 

N-{4'-[({4-[2<4-morpholinyl)-2-oxoethyl]-l,3-tiuazol-2^^ 
30 biphenyl]-3-yl}acetainide. 
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N-{4-[2^4-Moipholmyl)-2.oxoethyl]-13-tinazol-2-yl}-4-(3- 
thienyl)benzenesulfonainide, 

N-{4-[2-(4-Moipholinyl>2-oxoe%l]-l,3-thiazol-^^^ 
thienyl)benzenesulfo]iainide, 
5 4'-[{{4-[2K4-Morpholmyl>2-K)xoethyl]-l,3-11^ 
biplienyl}-4-carboxylic acid, 
4'.(Methylsiilfanyl)-N-{4-[2<4-moipho^^^ 
biphenyl]-4-sulfonaniide, 

N-{4-[2<4-Morpholmyl>2-oxoe%l]-l,3-11u3zol-2-yl}.3^5'-^^^ 
10 biphenyl]^sulfonamide, 

4'-Chloro-N-{4.[2-(4-moipholinyl)-2-oxoethyl]-l,3-tbi^^^ 
sulfonamide, 

N-{4-[2-(4-Moipholinyl>2-oxoe%l]-l,3-thiazol-2-y^ 
sulfonamide, 

15 4-(l-Ben2X)fm3n-2-yl)-N-{4-[2-(4-morpholinyl>2 
yl}ben2enesulfonamide, 

N-{4-i2-(4-Morpholinyl)-2-oxoethyll- l,3-tfaiazol-2-yI} -4-( 1- 
pyrrolidinyl)benzeaesiilfonamide, 

4<4-MethyUl-piperidinyl)-N-{4-[2-(4-moipholmyl)-2-oxoethyl]-l,3-^ 
. 20 yljbeazenesulfonamide, 

4-Anilino-N-{4-[2-(4-morpholinyl)-2-oxoetiiyl]-l,3-lMazol-2^^^ 
4-(BeiizyIamino>N-{4-[2-(4-morpholinyl)-2-oxoethyl]- l,3-thiazol-2- 
yl}benzenesulfonamide, 

N-{442-(4-Morpholinyl)-2-oxoethyI]-I,3-thiazol-2-yl}-4-[(2- 
25 tiiienylmethyl)aminolben2enesulfonamide, 

4-(4-Moipholinyl)-N-{4-[2-<4-morphoIiayl)-2-oxoethyl]-l,3-tt^ • 
yl}benzenesulfonamide, 

4-(4-Metiiyl- l-pipera2inyl)-N-{4-[2-(4-morpholmyl>2-oxoetiiyl]- l,3-tiiiazoI-2- 
yl}benzenesulfonamide, . 
30 N-{4-[2-(4-Morpholmyl>2-oxoe%l]-l,3-thia2ol-2-yl}-4-[^^ 
pyridinylmethyl)amino]benzenesulfonamide. 
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2,4-E)icUoro-6-methyl-N-{5-melhyl-4-[2-(4-morpholmyl)-2-ox^ 
yl}beiizenesuIfonamide, 

N-{ 5-methyl-4-[2-(4-morpholinyl)-2-oxoefhyl]- 1 ,3 -tiuazol-2-yl} [ 1, 1 -biphenyl]-4- 
sulfonamide, 

2,4,6-trichloro-N-{5-metliyl-4-[2<4-moipholinyl)-2-oxqethyl^ 
yl}benzenesulfoiiamide, 

3-cMoro-2-methyl-N-{5-methyl-4-[2-(4-morpholmyl)-2-oxoet^^^ 
yl }benzenesulfonami(le, 

3-CUoro-N<4-{2<(2R,6S>2,6-dimethyImoipholinyl]-2-^^^ 

2- methylbenzenesulfonainide, 

3.CMoro-2.methyl-N<4-{2.[(lS,4S>2-oxa-5-azabicyclo[2.2J^^^ 
oxoethyl}*l,3-1]uazol-2-yl)beiizenesidfoiiaimde 

3- CMoro-2-med^rl-N-{4-[2-oxo-2-(4-tMomoipliolmyl)et^^^ 
yl}beazenesi]lfonamide, 

N-{4-[2-oxo-2-(4-thiomorpholmyl)ethyl]-13-fliia2»l^^^ 
sulfonamide, 

N-{4-[2-K)xo-2-(4-fhiomdrpholmyl)e(iiyll-l,3-tiu 
propylbenzenesulfonamide, 

2,4-DicWoro-6-methyl-N-{4-[2K>xo-2K4-11iiomoipholmyl)eA^^ . 
yl}benzeiiesulfonainide, 

2,4,6-TricMor<>.N-{442H)xo-2-(4-tMomorpholinyl)ethyl]-l^ 
yljbeazenesulfonamide, 

N- {4-[2-( 1 , 1 -dioxido-4-fhiomorpholiiiyl)-2-oxoethyl]- 1 ,3 •thia2ol-2-yl } -4- 
propylbenzenesulfonainide, 

Tert-butyl 44X2-{[(3-cMoro-2-metiiylphenyl)siilfoayy 
l-piperazinecarboxylate, 

N-{4-[2-(4.Acetyl- l-piperazinyl>2-oxoe%l]- 1 ,3-fluazol-2-yl^ 
methylbenzenesulfonamide, 

3-(:Moro-2-methyl-N-{4-[2T(4-mediyl-l-piperazinyl)-2-oxo 
yl}benzeiiesulfonamide trifhioroacetate. 



( 
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3-CMoro-2-methyl-N-{4-[2-oxo-2-(l-piperazinyl)ethyl]-l,3-l^ 
yl}benzenesulfoaami(ie txifluoroacetate, 

2- Methyl-N-{4-[2<4-melhyl-l-pipera2inyl>2-oxoetiiyl]-l^ 
(lxi£luoromethoxy)beiizenesulfonamide, 

5 2,4-DicUon)-^me%l-N-{4-[2<4-me11iyl-l-piperazm^^^ 
yl}benzenesiilfonainide, 

2,4-Dichloro-N-{4-[2-(4-methyl-l-piperazmyl)-2-oxoelh^^ 
yl}beiizenesiilfonainide, 

3- cWoro-N-(4-{2-[(2R)-2,4-dimetfiylpipera2inyl]-^^ 
10 methylbenzenesulfonamide, 

2- (2-{[(3-CWoro-2-melhylphenyl)sulfoityl]ainino}-l,3-tii^ 
methylacetamide, 

'3-Chloro-2-methyl-N-[4-(2-oxopeiityl)- 1 , 3 -tiiiazol-2-yl]benzenesuIfonamide, 
4*CWoro-N-[4-(2-hydroxyethyl)-l,3-tMazol-2-yl]benzenesulfo 
15 3-CUoro-N-[4-(2-hydroxyethyl>l,3-lMazol-2-yl]-2-methylbenzenesidfo^ 

3 -Chloro-N-[4-(3 -hy droxypropyl)- 1 ,3 -tiuazol-2-yl]-2-methylbenzenesulf onamide, 

3- CMoro-N-[4-(2-ethoxyethyl)-l,3-tWa2ol-2-yl]-2-methylbeiizenesii^^ 
3-CUoro-N-[4-(2-isopropoxyethyI)-l,3-thiazol-2-yl]-2-methylbenzenesulfon 
N-{4-[2-(beii2yloxy)etiiyl]-l,3-tMazol-2-yl}-3-cMoro-2-methylbeiizenesu^^ 

20 3-CUoro-N-i4-(2-metiioxyethyl)-l,3-tiiiazol-2-yl]-2-metliylbenzenesi^ 
3-CMoro-N-{4-[2-(2-fluoroethoxy)ethyI]-l,3-thiazol-2-yl}-2- 
methylbenzenesxilfonamide, 

3-CWoro-2-methyl-N-{4-[2-(2,2.2-trifluoroethoxy)ethyI]-l,3-^ 
yllbenzen^esulfonamidev 
25 3-CWoro-2-methyl-N-{4-[2<2-pyridinylsulfanyl)ethyl]-l,3-tM 
. yl}be]izenesulfoaamide, 
3-CWoro-2-me11iyl-N-{4-[2<3-pyridmyloxy)ethyl]-l,3.tiuazoW 
yl}benzenesiilfonainide. 

Methyl 242-(2-{[(3-cMoro-2-methylphenyl)sutfonyl]a^ 
30 yl)etho3Qr]benzoate, 



wo 01/90090 PCT/SE01/0H55 

199 

3-CUoro-N.[5-[(dimethylammo)methyl]-4.(2-etiio^^ 
methylbenzenesulfonatnide, 

2<2-{[(3-CUoro-2-metfaylphenyl)sulfonyl]amino}-l,^ 
methanesulfonate, 
5 3-(2-{[(3-cUoro-2-methylphenyl)sulfonyl]amino}- 1,3-1W 
methanesulfonate, 

2-(2-{[(3-CUoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)et^^ acetate, , 
2-(2-{ [(3-CUoro-2-methylphenyl)siilfonyl]ammo }-l,3-tfiiazoM-yl)ethyl propionate, 
2-(2-{[(3-CMoro-2-methylphenyl)sulfonyl]amino}-l,3-^ 

10 methylpropanoate, 

2-(2-{[(3-CMoro-2-methylphenyl)sulfonyl]aimno}-l,3-fM^^ 

2-(2-{[(3-cMoro-2-metiiylphenyl)sulfonyl]ainmo}-l,3-thiazol-4-yl^ 

2-(2- { [(3-CUoro-2-methylphenyl)snlfonyl]ammo }- l,3-thia2ol-^ 4- 

moipholinecarboxylate, 

15 2-(2-{[(3-CMoro-2-methylphenyl)sulfonyl]amino}-l,3Tfhiaz^ 
diethylcarbamate, 

2- (2-{ [(3 -CUoro-2-metiiylplienyl)sulfonyl]amino } - l,3-tiiiazolr4-yl)etiiyl 
etfaylcarbamate, 

N-[4-(2-azidoetbyl>l,3^thia2X>l-2-yl]-3-chloro-2-metliy 
20 N-[4-(2-anunoethyl)-l,3-thiazol-2-yl]-3-cUbro-2-methylbenzenes 

3- ailon)-2-methyl-N-{4-[2-(methylamino)efl^^^ 
yl}benzenesulfonaniide, 

4- Chloro-N-{4-[2-(dietiiylaniino)ethyl]rl,3-tiuaz^^^ 
hydrochloride, 

25 3-Cmoro-N-{4.[2.(diethylamino)ethyl]-l,3-thiazol-2-yl}-2- 
methylbenzenesulfonandde hydrochloride, 
3-Chloro.N.{4-[2<lH-iinidazol-l-yl)ethyl]-l,3-thiazol^^^^ 
methylbenzenesulfonamide dihydrate^ 

3-CUoro-2-methyl-N-{4-[2-(4-methyl-l-pipera2inyl)ethyl]-l,3-thiazol-2- 
30 yl}benzenesulfonapGdde dihydrochloride. 
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3-<:Woro-2-methyl-N-{4-[2-(4.morpholinyl)ediyl]-l,3-tMM^^ 
yl}benzeiiesulfonainide hydrochloride, 
3-CUoro-2-methyl4Nf-[4-(4-morpholmylmethyl)-l,3-thiazol-^ 
hydrochloride, 

5 2,4,6-TricUoro-N-{4-[2-(4-moi:phoIinyl)ethyl]-l,3-tfaiazol-2-yl}ben^ 
hydrochloride, 

2,4-Dichloro-N-{4-[2-(4-moipholinyl)ethyl]-l,3-tMazol-2-yl}beii^ 
hydrochloride, 

2,4-Dichloro-6-methyl-N-{4-[2-<4-morpholinyl)ethyl]-l^ 
10 yl}benzenesulfonamide hydrochloride, 

N-{4-[2-(4-MQipholinyl)ethyl]-l,3-tMazol-2-yl}-4-propylbenz^^ 
hydrochloride, 

3-Chloro-N-{4-[2-(ethylamiiio)ethyl]- l,3-thiazol-2-yl}-2-me1hylbenzenesulfonamide, 
3-CMdro-N-(4-{2-[(2-hydroxyethyI)amino]ethyl}-l,3-thiazoW^^ 
IS methylbenzenesulfonaimde, 

3-CMoro-N-(4-{3-[(2-hydroxyethyl)aiiuno]propyl}-l,3-lWazol-2-yl^^^ 
metfaylbenzenesuUbnamide hydrochloride hydrate, 
N-[2-(2-{[(3-cWoro-2-methylphenyl)sulfonyllamino}-l,3-t^ 
ethylacetamide, 

20 3-CMoro-2-methyl-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-t^ 
yl Ibenzenesulfonamide, 

3-CUoro-N-{4-[2-(2-hydroxy-3-oxo-4-morpholinyl)ethyl]-l,3-thia2ol-2-yl}-2- 
metiiylbenzenesulfonamide, . 

2,4-DicUoro-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-thiazol-2- 
25 yl}benzenesulfonainide, 

2,4-Dichloro-6-mefhyl-N-{4-[2-(3H>xo-4-morpholmyl)ethyl]-l,3-thiazol^^ 
yl}beii2enesulfonaimde, 

2,4,6-TricWoro-N-{4-[2-(3-oxo-4-morphohnyl)ethyl]-l,3-thiazol-2- 
yl}benzenesulfonamide, 
30 4,5-DicMoro-N-{4-[2<3<>xo-4-morpholmyl)ethyl]-l,3-tMazol-2-^^ 
thiophenesuLfonamide, 
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N-{4-[2<3-Oxo-4-morpholmyl)ethyl]-l,3-thiazol^^^ 
phenoxybenzenesulfonamide, 

3-nuon)-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-tiuazol^^ 
N-{4-[2<3-Oxo-4-moipholinyl)ethyl]-l,3-tMazol-2-yl}-5^^^ 
5 tiiiophenesulfonamide, 

N-{2-ailoro-4-[({4.[2-(3.oxp-4-morpholinyl)ethyl]-U 
yl}aimno)sulfonyl]phenyl}acetajiiide, 
3-CUoro-2-metliyl-N-{4-[(3-oxo-4-moipholmyl)methyl^ 
yl}benzenesulfonainide, 
10 3-CUoro-2-methyl-N-{4-[3-(3-oxo-4-moipholinyl)propyl]-l,3-tMaz^ 
yl}benzenesiilfonainide, 

3-CUoro-N,2-dimetiiyl-N-{4-[2-(3-oxo-4-moipholinyl)ethyl]-l,3^^ 
yl}beiizenesulfonamide, 

3-Cliloro-2-methyl-N-{4-[2-(2-methyl-3-ox(>-4-moipholmyl)eA^ 
15 yl}benzeiiesulfonainide, 

N"[2-(2-{[(3-CUoro-2-methylphenyl)siilfonyl]a^^ 
yl)ethyl]acetamide, 

3-CUoro-2-methyl-N-{4-[2-(3-o^o-l,4H>xazepan-4-yl)e1iiyl]-l,3-thiaz^ 
yl }benzenesuIfonainide, 
20 3-CMoro-2-methyl-N-{4-[2-(2-oxo-l-pyiToUdinyl)ethyl]-l,3-tfu^^^ 
yl}benzenesulfonainide, 

3.CMoro-2-methyl-N-{4-[2-<2-oxo-l-imidazoUdinyl)elhyl]-l,3-thi 
yl}benzenesulfonamide, 

3-CMoro-2-methyl-N-{4-[2-(2-oxo-l,3K)xazoUdm-3-yl)etliyl]-^ 
25 yljbenzenesulfonamide, 

N-[2-(2-{[(3-Chloro-2-me11iylphenyl)sulfonyl]ainino} 
hydroxyethyl)-2-fiiramide, 

N-[2-(2-{[(3-cUoro-2-me%lphenyl)sulfonyl]ammo}-l,3-tM 
metbylcyclopropanecarboxamide, 
30 3-CMoro-2-methyl.N-{4-[2-(4^methyl-2-oxp-l-piperazinyl^^ 
yl}benzenesutfona]xiide hydrochloride. 
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3-ailoro-2-methyl-N<4-{2-[(methylsulfonyl)ainm 
yl)benzeiiesulfoiiamide, 

3-CUoro-2-methyl-N-(4-{2-[me%l(methylsiilfonyl^^ 
yI)benzeiiesulfonainide, 
5 3-CUoro-2-me1hyl-N-[4-(2-{[(trffluoromethyl)s^^ 
yljbenzenesulfonatnide, 

3<:WoTo-2-methyl-N-[4<2-{mcthyl[(trifluoTome&^^ 
tfaiazol-2-yl]beiizenesulfonamide, 
N-[2-(2-{[(3-CMoro-2-metiiylphenyl)sulfonyl]amm 
10 melliyl-lH-iimdazole-4-sulfoiiamide, 

3-CMoro-N-<4-{2-[[(3-chloro-2-methylphenyl)su^^ 
11uazol-2*yl)-2-meihylbenzeuesulfonaixu 

N-[4-(2-bromoethyl)-l,3-fhiazol-2*yl]-3-chloro-2-methylbeiizen^ 
3-CMoro-N-[4-(2-cUoroeayl)-l,3-fhiazol-2-yl]-2-methylbenzene 
15 3-CWoro-2-methyl-N-{4-[(5-methyl-l,3,4-oxadiazol^^^ . 
yl}benzeiiesulfona]iiide. 

Ethyl 3-(2-{[(3-cUoro-2-metbylphenyI)sulfonyl]aiiuno}-l,3-thi 

12. A phamiaceutical composition comprising at least one compoimd of the formula 
20 (n) as defined in any of the claims 9-1 1, and a phaimaceutically acceptable carrier. 
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